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Tricyclic compound of general formula (I) as de- 
fined herein which exhibit antagonist activity at Vi 
and/or V2 receptors and exhibit in vivo vasopressin an- 
tagonist activity, methods for using such compounds 
in treating diseases characterized by excess renal leab- 
soiption of water, and process for preparing such com- 
pounds. 
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10 Title: TRirvrLTC BF.N7.A7.F.PINE VASOPRESSIN 

ANTAGONISTS 

1. F^Pid of the Invention 

This invention relates to new tricyclic non- 
15 peptide vasopressin antagonists which are useful in 

treating conditions where decreased vasopressin levels 
are desired, such as in congestive heart failure, in 
disease conditions with excess renal water reabsorption 
and in conditions with increased vascular resistance and 
20 coronary vasoconstriction. 

2. pat^korounH of the Invention 

Vasopressin is released from the posterior 
pituitary either in response to increased plasma 

25 osmolarity detected by brain osmoreceptors or decreased 
blood volume and blood pressure sensed by low-pressure 
volume receptors and arterial baroreceptors . The 
hormone exerts its action through two well defined 
receptor subtypes: vascular Vi and renal epithelial V2 

30 receptors. Vasopressin-induced antidiuresis, mediated 
by renal epithelial V2 receptors, helps to maintain 
normal plasma osmolarity, blood volume and blood 
pressure. 

Vasopressin is involved in some cases of 
35 congestive heart failure where peripheral resistance is 
increased. Vi antagonists may decrease systemic 
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vascular resistance, increase cardiac output and prevent 
vasopressin induced coronary vasoconstriction. Thus, in 
conditions with vasopressin induce increases in total 
peripheral resistance and altered local blood flow, Vi- 
5 antagonists may be therapeutic agents. Vi antagonists 
may decrease blood pressure, induced hypotensive effects 
and thus be therapeutically useful in treatment of some 
types of hypertension. 

The blockage of V2 receptors is useful in 

10 treating diseases characterized by excess renal 

reabsorption of free water. Antidiuresis is regulated 
by the hypothalamic release of vasopressin (antidiuretic 
hormone) which binds to specific receptors on renal 
collecting tubule cells- This binding stimulates 

15 adenylyl cyclase and promotes the cAMP-mediated 

incorporation of water pores into the luminal surface of 
these cells, V2 antagonists may correct the fluid 
retention in congestive heart failure, liver cirrhosis, 
nephritic syndrome, central nervous system injuries, 

20 lung disease and hyponatremia. 

Elevated vasopressin levels occur in 
congestive heart failure which is more common in older 
patients with chronic heart failure. In patients with 
hyponatremia congestive heart failure and elevated 

25 vasopressin levels, a V2 antagonist may be beneficial in 
promoting free water excretion by antagonizing the 
action of antidiuretic hormone, On the basis of 
biochemical and pharmacological effects of the hormone, 
antagonists of vasopressin are expected to be 

30 therapeutically useful in the treatment and/or 

prevention of hypertension, cardiac insufficiency, 
coronary vasospasm, cardiac ischemia, renal vasospasm, 
liver cirrhosis, congestive heart failure, nephritic 
syndrome, brain edema, cerebral ischemia, cerebral 
35 hemorrhage-stroke, thrombosis-bleeding and abnormal 
states of water retention. 
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The following prior art references describe 
peptide vasopressin antagonists: M. Manning et al., 
J. Mad- £hfim-r 21* 382(1992); M. Manning et al., J. Mfid-. 
CnfiJEw 2ii 3895(1992); H. Gavras and B. Lanunek, 
5 U.S. Patent 5,070,187 (1991); M. Manning and 

W.H. Sawyer, U.S. Patent 5,055,448(1991) F.E. Ali, 
U.S. Patent 4,766,108(1988); R.R. Ruffolo et al., Uim 

^nr^ pprc^pprtive . 4(4), 217, (May) (1991). P.D. 
Williams et al., have reported on potent hexapeptide 
10 oxytocin antagonists [j;. Med. Chem> , 21, 3905(1992)] 

which also exhibit weak vasopressin antagonist activity 
in binding to Vi and V2 receptors. Peptide vasopressin - 
antagonists suffer from a lack of oral activity and many 
of these peptides are not selective antagonists since 
15 they also exhibit partial agonist activity. 

Non -peptide vasopressin antagonists have 
• recently been disclosed, Y. Yamamura et al., Sciencer 
252 , 579(1991); Y. Yamamura et al., Br. aI- Pharmacol. 
105, 787(1992); Ogawa et al,, (Otsuka Pharm Co., LTD.) 
20 EP 0514667-Al; EPO 382185-A2; WO9105549 and 

U.S. 5, 258, 510; WO 9404525 Yamanouchi Pharm. Co Ltd. , 
WO 9420473; WO 9412476; WO 9414796; Fujisawa Co. Ltd., 
EP 620216-Al Ogawa et al, (Otsuka Pharm. Co.) EP 470514A 
disclose carbostyril derivatives and pharmaceutical 
25 compositions containing the same. Non-peptide oxytocin 
and vasopressin antagonist have been disclosed by Merck 
and Co.; M.G. Bock and P.D. Williams, EP 0533242A; M.G. 
Bock et al., EP 0533244A; J.M. Erb, D.F. Verber, P.D. 
Williams, EP 0533240A; K. Gilbert et al., EP 0533243A. 
30 Premature birth can cause infant health 

problems and mortality and a key mediator in the 
mechanism of labor is the peptide hormone oxytocin. On 
the basis of the pharmacological action of oxytocin, 
antagonists of this hormone are useful in the prevention 
35 of preterm labor, B.E. Evans et al . , J. Msd- £ii£m. 21, 

3919(1992), J. Chem .. 3993 (1993) and references 
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therein. The compounds of this invention are 
antagonists of the peptide hormone oxytocin and are 
useful in the control of premature birth. 

The present invention relates to novel 
tricyclic derivatives which exhibit antagonist activity 
at Vi and/or V2 receptors and exhibit in vivo 
vasopressin antagonist activity. The compounds also 
exhibit antagonist activity at oxytocin receptors. 

.c;r?MMARY OF THE INVENTION 
This invention relates to new compounds 
selected from those of the general formula I: 



A'B 

wherein Y is a moiety selected from; -{CH2)n" wherein n 
is an integer from 0 to 2, 



I 

-CHIoweralkyKC^-Cj) and — 6— ; 



A-B is a moiety selected from 

-(CH2)mN- and -N-(CH2)rTr 



wherein m is an integer from 1 to 2 provided that when Y 
is -(CH2)n" and n is 2, m may also be zero and when n is 
20 zero, m may also be three, provided also that when Y is 
-(CH2)n"" and n is 2, m may not be two; 
and the moiety: 
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represents: (1) phenyl or substituted phenyl optionally 
substituted by one or two substituents selected from 
(C1-C3) lower alkyl, halogen, amino, {C1-C3) lower alkoxy 
or (C1-C3) lower alkylainino; (2) a 5-membered aromatic 
5 (unsaturated) heterocyclic ring having one heteroatom 
selected from 0, N or S; (3) a 6-membered aromatic 
(unsaturated) heterocyclic ring having one nitrogen 
atom; (4) a 5 or 6-membered aromatic (unsaturated) 
heterocyclic ring having two nitrogen atoms; (5) a 5- 

10 raembered aromatic (unsaturated) heterocyclic ring having 
one nitrogen atom together with either one oxygen or one 
sulfur atom; wherein the 5 or 6-membered heterocyclic 
rings are optionally substituted by (C1-C3) lower alkyl, 
halogen or (C1-C3) lower alkoxy; 

15 the moiety: 



is a five membered aromatic (unsaturated) nitrogen 
containing heterocyclic ring wherein D, E and F are 
selected from carbon and nitrogen and wherein the carbon 
20 atoms may be optionally substituted by a substituent 
selected from halogen, (C1-C3) lower alkyl, hydroxy, - 

COCI3, -COCF3, 
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o 



-C-Olower 




-(CH2)q-N2) . -(CH^) 



-(CH2)q-N 



O 



- (CHjjq -O- lower alkyi (C^-Cg), - (CH2)qCH, 



O 



-C-lower alkyKC^-Cg). .CH2-^k^N -CH^- Nx^<> 



-CHO, amino, (C1-C3) lower alkoxy, (C1-C3) lower 
alkylamino, CONH-lower alkyl (C1-C3) , and -CON (lower 
alkyl (C1-C3) ]2; q is one or two; Rb is independently 
10 selected from hydrogen, -CH3 or -C2H5; 
r3 is a moiety of the formula: 



5 



-CH2-N>^N 





O 



C-Ar 



wherein Ar is a moiety selected from the group 
consisting of 
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r' 




wherein is selected from hydrogen, lower alkyl(Ci- 
C3), -CO lower alkyl (C1-C3) ; 

r1 and r2 are selected from hydrogen, (C1-C3) lower 
5 alkyl, (C1-C3) lower alkoxy and halogen; r5 is selected 
from hydrogen, <Ci-C3) lower alkyl, (C1-C3) lower alkoxy 
and halogen; R^ is selected from (a) moieties of the 
formulae: 
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NCCAr'. -NCOCHjAr'. 



I I 

rCCNAr'. 



1 

NCO-{CK,)„-cycloalkyl 



N-SQ 




-N-SqCHj 




10 



.2 -J 



N-P- 




O 
II 



- r2 -2 



NH-C-O-lower alkyl(C3-Cg) straight or branched, 
O 

-NH-C- lower alky^Cg-Cg) straight or branched, 
-NHSOj- lower alkyKCg-Cg) straight or branched, 

-NH-C-O lower alkenyKCg- Cg) straight or branched, 
O 



• NH-C- lower alkenyl (C3- Cg) straight or branched, 
NHSOg- lower alkenyKCj- Cg) straight or branched, 
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wherein cycloalkyl is defined as C3-C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



-(CH,)q.N3 



-(CH2)p-N O 



-{CH2)q-0- lower alkyl (C1-C3) and -CH2CH2OH, q is one or 
two, and Ri, R2 and Rb are as hereinbefore defined; 
(b) moieties of the formula: 



X-R 




wherein r'^ is lower alkyl (C3-C8) , lower alkenyl (C3-C8) , 
10 -{CH2)p-cycloalkyl(C3-C6), 



- (CH J 




2'p 




N 



R 



-(CH2)p- 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS96/01076 



-10- 



wherein p is one to five and X is selected from 0, 5, 
NH, NCH3; wherein and r2 are as hereinbefore defined; 

(c) a moiety of the formula: 



5 wherein J is Ra, lower alkyl(C3-C8) branched or 

unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene, the moieties: 



or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 



-N-COJ 






-N E 
\ / 
G=F 
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wherein D, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) 1 CHO, (C1-C3) lower alkoxy, -CO2- 
5 lower alkyl {C1-C3) , and Ra and Rb are as hereinbefore 
defined; 

(d) a moiety of the formula: 



-N-COCHAr' 



Rc 



w her ei n Rj. i s sel ect ed f r om hal ogen, (C^-Cg) 
10 lower alkyl, -0-lower alkyKC^-Cg), GH, 

O 

-O-C-lower alkyKC^-Cj). -S-lower alkyUC^-Cg). 
-S-(CH3)3-N<'^ -NH(CH3VCa<^ 

wherein Ra and Rb are as hereinbefore defined and Ar' is 
15 selected from moieties of the formula: 
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8 



R 



.10 




and 




wherein W is selected from 0, S, NH, N-lower alkyl (Ci- 
C3), NHCO-lower alkyl (C1-C3) , and NS02lower alkyl (Ci- 
C3); 

5 r8 and r9 are independently selected from hydrogen, 
lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , halogen, - 
NH-lower alkyl (C1-C3) , -N-[lower alkyl (C1-C3) 1 2» -OCF3, 
-OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 



10 -N(Rb) (CH2)vN(Rb)2. and CF3 wherein v is one to three 
and: 

f^lO is selected from hydrogen, halogen and lower 
alkyl (C1-C3) ; R^^ is . 



-O-CXC^-Cg) 
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O lower alkylCCg-Cg) branched or unbranched , 



-OCH,-C-CM^3' . ■OCH2-(CH,)„-OH^ 
I 

- NH I ower al kyl (C3- Cg) branched or unbranched , 



-NHCO— / y 



.NH.CH,.C--(^^" .Ni 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, {C1-C3) lower alkoxy and 
halogen; R^O is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl32/ 
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N 



- N^^ ^N- lower alkyi (C,- C3) . 

-NH-(CH2)p-NHIower alkyKC^-Cg) , 
. NH- (CH2)p- N[lower alkyl(C,- C^)]^ 



.NH-(CH3VN^ -NH-(CH2VN^ , 



- NH- {CHj)^- ^N- lower al kyl (C,- C3) . 

-Nh+(CH,VN^O . .l,cX>lo-^ 

and the pharmaceutically acceptable salts thereof. 

PfjnTT.irn nF.?;rR TPTTnN of thf TWF.TsITTON 

10 Within the group of the compounds defined by 

Formula I, certain subgroups of compounds are broadly 
preferred. Broadly preferred are those compounds 
wherein R3 is the moiety: 



-CAr 

15 and Ar is selected from the moieties; 
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10 





Y is {CH2)n and n is one or zero; 

wherein R^, R^, R^, R^, R^ and R^^ are as hereinbefore 
defined. 

5 Especially preferred are compunds wherein r3 

is the moiety: 

O 



-CAr and 

Ar is selected from the moieties: 





Y is -"(CH2)n and n is one and m is one; 

wherein R^, r2, R^, R^ and R^^ are as hereinbefore 

defined. 

Especially preferred are compounds wherein R^ 
is the moiety: 

O 



15 



- CAr and 

Ar is selected from the moieties; 
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Y is -(CH2)n and n is one or zero; 
r6 is 



■NCOAr'. -NCOCHgAf, -NCONAr', 



X-R 



NCO-(CH2)„-cycloalkyl ; 



5 wherein cycloalkyl is defined as C3-C6 cycioalkyl, 

cyclohexenyl or cyclopentenyl; and wherein X, Ra, Rb and 
r14 are as hereinbefore defined; and Ar' is selected 
from the moieties: 

_8 o 



w 



10 



wherein R^, r9 and w; are as hereinbefore defined. 

Also especially preferred are compounds 
wherein Y in Formula I is -(CH2)n- and n is zero or one; 

A-B is 
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-(CH,)^-N.r' or r'-N.(CH,),. 



and r1, r2, r5, r6, r7^ r8, r9, rIO and r14 are as 
hereinbefore defined; and m is an integer from 1-2. 

The most preferred of the compounds of Formula 
5 I are those wherein Y is -(CH2)n- and n is one; A-B is: 



10 



CHg-N-R or R-N-CHg- 



R3 is the moiety: 



CAr 



Ar is selected from the moieties: 





r6 is 



NCOAr', -NCOCHgAr'. -NCONAr'. 



X-R 



-NCX>(CH2)„-cycloalkyl ; 
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(CH2)n-cycloal)cyl wherein cycloalkyl is defined as C3-C6 
cycloalkyl, cyclohexenyl or cyclopentenyl; wherein X, 
Ra/ Rb and R^^ are as hereinbefore defined; 
and Ar* is: 




5 

wherein R^, r8 and R^ are as previously defined. 

The most highly broadly preferred of the 
compounds of Formula I are those wherein Y is -{CH2)n- 
and n is zero or one; wherein the moiety: 




10 

is a phenyl, substituted phenyl, thiophene, furan, 
pyrrole or pyridine ring; 
A-B is: 

I . =1 

-(CH2),-N-R or R-N-CCH^)^- 

15 m is one when n is one and m is two when n is zero; D, 
£^ r2, r4, r5, r7, r8, r9, rIO are as previously 

defined; 

R3 is the moiety: 

O 

- :Ar 

20 wherein Ar is selected from the moieties: 
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and R6 is selected from the group: 

-rCOAr', -NCOCHjAr'. -NCONAr', 

I' 

, -NC»(CH2),-cycloalkyl ; 

where Ar" is selected from the group: 




and r1^, X, Ra, Rb and cycloalkyl are as previously 

described. 

More particularly preferred are compounds of 
the formulae: 
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wherein the moiety: 




is selected from a phenyl, thiophene, furan, pyrrole, or 
5 pyridine ring; 
r3 is the moiety: 

O 

-CAr 

wherein Ar is selected from the moieties: 




10 r6 is 
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R 



• NCOAr", -NCOCHjAr*. -NCCNAr', 



X-R 



I' 

NCO(CHJ -cycloalkyi 



and Ar' is selected from the moieties: 



w 




wherein X, Ra, Rb. R^/ R^ cycloalkyl and 

5 W are as hereinbefore described; 

r11 is selected from hydrogen, halogen, (C1-C3) lower 

alkyl, hydroxy, 

o 

-(I lower alkyl (C^-Cg). 

-CHO, and (C1-C3) lower alkoxy; and R^^ is selected from 
10 hydrogen, (C1-C3) lower alkyl, halogen and (C1-C3) lower 
alkoxy. 

Also particularly preferred are compounds of 
the formulae :- 
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R 



wherein m is one or two; 
the moiety: 




5 is selected from a phenyl, thiophene, furan, pyrrole or 
pyridine ring; 
r3 is the moiety: 

O 

wherein Ar is selected from the moieties: 




10 

is 
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1 

NCOAr*. -NOXH,Ar'. -NCONAr', 



-X-r" . -NCO-(CH2)„-cycloalkyl ; 

{CH2)n cycloalkyl; Ar' is selected from the moieties: 



w 



wherein X, Ra. Rb. R^/ cycloalkyl and 

5 W are as hereinbefore defined; 

r11 is selected from hydrogen, halogen, (C1-C3) lower 

alkyl, hydroxy, 



-C- lower alkyUC^-Cg). 

-CHO, and (C1-C3) lower alkoxy; and 
10 r12 is selected from hydrogen, (C1-C3) lower alkyl, 
halogen and (C1-C3) lower alkoxy. 

More particularly preferred are compounds of 
the formulae: 
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and 




r3 is the moiety: 



CAr 



wherein Ar is selected from the moieties: 





r6 i< 



-NCOAr'. 



-NCOCHjAr'. -NCONAr'. 



X-R , -NCO-(CH2)„-cycloalkyl ; 



r14 i 



IS 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (Ci-C3)lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl,. -N- 
[ (C1-C3) lower alkyl 12» 

■O . -o . 
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wherein cycloalkyl is defined as C3"C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl; Rb is hydrogen; Ra is 
independently selected from hydrogen, -CH3, -C2H5 or - 
{CH2)qNICH3) 2; Ar' is selected from the moieties: 




wherein X, Ra, Rb. ^'^ ' W« 

are as hereinbefore described; 

r12 and R^^ are independently selected from hydrogen, 
(C1-C3) lower alkyl, halogen, amino, {C1-C3) lower 
10 alkoxy or (C1-C3) lower alkylamino. 

Also particularly preferred are compounds of 
the formulae: 




wherein m is one or two; 
15 r3 is the moiety: 



-CAr 

wherein Ar is selected from the moieties: 
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r6 is 




-X-r' , -NCX)-(CH2)^-cycloalkyl ; 

wherein cycloalkyl is defined as C3-C6 cycloalkyl, 
5 cyclohexenyl or cyclopentenyl; Rb is hydrogen; Ra is 
independently selected from hydrogen, -CH3, -C2H5 or - 
(CH2)qN(CH3) 2; and Ar* is selected from the moieties: 




wherein q, X, Ra, Rb, ^^"^ 
are as hereinbefore defined; 

r12 and R^^ are independently selected from hydrogen, 
(C1-C3) lower alkyi, halogen, amino, (C1-C3) lower 
alkoxy or (C1-C3) lower alkylamino. 

Compounds of this invention may be prepared as 
shown in Scheme I by reaction of tricyclic derivatives 
of Formula jia and 2h with a substituted or unsubstituted ■ 
6-nitropyridine-3-carbonyl chloride 1 to give the inter- 



10 



15 
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mediates and 5b. Reduction of the nitro group in 
intermediates and 5b gives the 6-aminopyridine deri- 
vatives ^ and ib. The reduction of the nitro group in 
intermediates 5SL and 5b niay be carried out under 
5 catalytic reduction conditions (hydrogen-Pd/C; Pd/C- 
hydrazine-ethanol) or under chemical reduction condi- 
tions (SnCl2-ethanol; Zn-acetic acid TiCl3) and related 
reduction conditions known in the art for converting a 
nitro group to an amino group- The conditions for con- 

10 version of the nitro group to the amino group are chosen 
on the basis of compatability with the preservation of 
other functional groups in the molecule. 

Reaction of compounds of Formula £a and £b 
with aroyl chloride or related activated aryl carboxylic 

15 acids in solvents such as chloroform, dichloromethane^ 
dioxane, tetrahydrofuran, toluene and the like in the 
presence of a tertiary base such as triethylamine and 
diisopropylethylamine or pyridine and the like, affords 
the compunds M and £b which are vasopressin antago- 

20 nists. 
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alkyl(C3-C3)CX)a 

alkyl(C3-Cg)0-aXI 

alkenyl(C3-Cg)C0a 

alkenyl(C3-C3)0C(XI 



Ar'COa 
Ar'CHgCOa 
cycloalkyl(CH2)„COCI 
Ar'NCXXI 



alkyl(C3-Ca)SQ,a 
alkenyl(C3-Cg)9C^a 




fi2 
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l\ = NHCCAf ; - NHCONAr ' ; - NHC0(CH2)„cycl oal ky ^ 

k 

-NHCOCH^Af . -NHCX)alkyl(C3-C3).-NHC02alkyl(C3-C3). 
- NhCOal kenyl (C3- C3). - NHC02al keny I (C3- C^). 

' NHS02al ky I (C3- Cg). - NHSOgal kenyl (C3- C^), 



Reaction of tricyclic derivatives of Formula 



£a and it with either a carbamoyl derivative S or a 
isocyanate derivative ILL gives compounds (Scheme 2) of 
5 formula lla and lib which are vasopressin antagonists of 




Formula I wherein is 



-NHCCNAf 
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Snheme 2 



O 

II 

2 CI-C-NAr' 
I 

or ^ 
ObdC=NAr' 

lii 



=0 




NHCONAf 



£i2 



O 



NHCCNAr- 



lib 



Reaction of tricyclic derivatives of Formula 
£a and ili with arylacetic acids, activated as the acid 
chlorides IZ, anhydrides, mixed anhydrides or activated 
5 with known activating reagents, gives compounds 12a and 
13b (Scheme 3) . 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96A)1076 



-34- 



Scheme 3 



O 

II 

Cl-C-CHjAr' 
12 




NHCOCH^Ar' 



13a 



Oh 




NHCOCHjAr' 
13b 



The compounds of Formula I wherein Y, A-B, Z, 
r1, r2 and r3 are as defined and the Ar moiety of r3 
5 (-COAr) is 




X-R 



may be prepared, as shown in Scheme 4, by reacting an 
activated ester of the pyridine-3-carboxylic acid 14. 
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with tricyclic derivatives and Ha. The pyridine-3- 
carboxylic acids li may be activated by preparing the 
anhydride, a mixed anhydride or reacting with diethyl 
cyanophcsphonate, H/N-carbonyldi imidazole or related 
5 peptide coupling reagents. Alternatively, the acid 
chloride derivatives 15. may be prepared from the acid 
derivatives 11 and oxalyl chloride or thionyi chloride 
in an inert solvent. The solvent is removed and the 
derivative reacted with la or at O^'C to 25^*0 in 

10 dichloromethane as solvent and a tertiary amine such as 
triethylamine as a base. The activating reagent for the 
pyridine-3-carboxylic acids 11 is chosen on the basis of 
its compatibility with other substituent groups and the 
reactivity of the activated derivative toward the 

15 tricyclic derivatives la and 2h to give the vasopressin 
antagonists 16a and 1^. 
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2ja ^ 



o 




16a 13h 



Alternatively, the compounds of Formula I 
wherein Y, A-B, Z, R^, r2 and r3 are as defined and the 
Ar moiety of R^ (-COAr) is 
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wherein is the- moiety 

and X is S, NH, NCH3 

may be prepared as shown in Scheme 5 by first converting 
5 tricyclic derivatives 2a and 3h into the intermediates 
17a and 17b and then reacting these intermediates with 
potassium, sodium, or lithium anions (R'^-X") to give the 
products ISa and Ifiii. The symbol is a metal cation 
derived from reacting a compound HXR*^ with a metal 
10 hydride (sodium or potassium hydride, for example) or 
LDA, n-butyl lithium, lithium bis (trimethylsilyl) amide 

and the like. 

The reaction of intermediates 12a and Uh with 
the moieties R^-mz and R^'-NHCHs may also be carried 
15 without first forming the corresponding anions. Thus, 
heating intermediates 12a and Uh with excess R^-mz or 
r'?-NHCH3 in an inert solvent or without solvent gives 
the products lia and l£h wherein X is NH or NCH3. 
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Scheme 5 

2a ^ 




16a l£h 
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Alternatively, the intermediates 17a and 17b 
may be converted to the more reactive fluoride deriva- 
tives 18a and 18b as shown in Scheme Reaction of the 
fluoride intermediates IM and Ifitt with amines NH2R'^ and 
5 CHsNHR"^ gives the 6-aminonicotinoyl derivatives 19a and 

12b- 
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As an alternative method for synthesis of 
compounds of this invention as depicted in Formula I 
wherein Y, A-B, D, F and Z are as previously 
5 described and r3 is 



O 



R 



-CAr and Ar is 




R 



,6 



is the coupling of pyridinyl carboxylic acids 2X1 with 
the tricyclic derivatives and 2h to give 21a and 21h^ 



10 for coupling by conversion to an acid chloride, bromide 
or anhydride or by first reacting with an activating 
reagent such as H/H-dicyclocarbodiimide, diethyl 
cyanophosphonate and related "peptide type" activating 
reagents. The method of activating the acids 2J1 for 

15 coupling to the tricyclic derivatives 2^ and 2h is 
chosen on the basis of compatibility with other 
substituent groups in the molecule. The method of 
choice is the conversion of the 3-pyridinyl carboxylic 
acids 2SL to the corresponding 3-pyridinylcarbonyl 

20 chlorides. The 3-pyridinylcarbonyl chlorides 22 may be 
prepared by standard procedures known in the art, such 
as reaction with thionyl chloride, oxalyl chloride and 
the like. The coupling reaction is carried out in 
solvents such as halogenated hydrocarbons, toluene, 

25 xylene, tetrahydrofuran, or dioxane in the presence of 
pyridine or tertiary bases such as triethylamine and the 
like (Scheme 7) . Alternatively, the 3-pyridinyl- 
carbonyl chlorides 22/ prepared from the carboxylic 
acids ZD., may be reacted with derivatives 2a and 2h. in 

30 pyridine with or without 4- (dimethylamino) pyridine . 



The pyridine carboxylic acids are activated 
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In general, when the 3-pyridinyl carboxylic 
acids 211. are activated with "peptide type" activating 
reagents, higher temperatures are required than when the 
3-pyridinylcarbonyl chlorides are used. 



Scheme 7 




o 

I 

Cl-C 



22 
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Scheme 8 




The starting materials and 2h in the foregoing 
Schemes l-"? may be prepared as follows. In accordance 
5 with Scheme 8, alkylation of heterocycles of structural 
type 2A with an alkylating moiety such as Zl gives 
intermediates The heterocycie 2A may contain an a- 
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carboxaldehyde function or an a-carboxylic and/or ester 

function as shown in Scheme 8. Where the intermediate 
25 (r15=h) contains an a-carboxaldehyde group, 

hydrogenation with palladium-on-carbon gives reduction 
5 and ring closure in one step to give 21. 

In derivatives 2^ where R^^ is an a-carboxylic 
and/or an a-carboxylic ester function, the intermediate 
amino acid derivative 22 is first isolated and then ring 
closed. The ring closure of derivatives 21 may be 
10 carried out by heating or by activation of the acid 
function (2I:R^^=H) for ring closure. The cyclic 
lactams 23. are conveniently reduced with diborane or 
lithium aluminum hydride to give intermediates 22.- 
Reaction of tricyclic derivatives 2S with aroyl 
15 chlorides (ArCOCl) , where Ar is as hereinbefore defined, 
gives diazepines 26. 

Tricyclic derivatives of structural type Ifi 
may be prepared as shown in Scheme 9. Formylation of 21 
under known conditions in the literature, such as 
20 Vilsmeier formylation, gives intermediates which on 
reduction and ring closure affords tricyclics 22. 

Where the ring containing the symbol 2 is a 
substituted or unsubstituted phenyl group, the procedure 
gives 4 , 5-dihydropyrrolo [ 1 , 2-a] -quinoxalines These 
25 derivatives ISl and 21 may be reacted with aroyl 

chlorides (ArCOCl) wherein Ar is as previously defined 
or with a substituted or unsubstituted 6-nitropyridine- 
3-carbonyl chloride or with a nitrogen protecting group, 
such as benzyloxycarbonyl chloride to give compounds 2& 
30 and The compounds 23, and 21 may be reacted with 

chlorine, bromine or halogenating reagents such as N- 
chlorosuccinimide, N-bromosuccinimide and the like to 
give compounds i£L and 41 wherein R^"^ is a halogen atom. 
The derivatives 23 and 21 may be formylated and 
35 acetylated to give products £3 and 41 wherein R^"^ is a 
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CHO or a -COCH3 group. Halogenation, formylation and 
acetylation of derivatives 2& gives 1-substituted 4,5- 
dihydropyrrolo[l,2-a]quinoxalines. The derivatives 23., 
23,, in and 11 wherein R^^ is a substituted or unsubsti- 
tuted 6-nitro-3-pyridinylcarbonyl group are reduced to 
give the 6-amino-3-pyridinylcarbonyl derivatives 12d and 
43d which are reacted with reagents Ar'COCl, Ar'CH2C0Cl 

or 

Ar'.NCOCI : 



10 wherein Ar' and Rb are as previously hereinbefore 
defined, to give tricyclic diazepines M and 45.. 
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RrhPmP Q lconVd\ 
R,5= ArCO 




SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS96/01076 



-48- 



12 



fir.hftmft 9 (cont'd^ 

Reagent 
Ar'OOa 

Ar'O^OOa 
Ar'NCOCI 



12 




17 



44 



j1 

Ar'ODNH 
Ar'CHjCONH 

Ar'-N-CCNH 



45 



1 

The compounds of this invention wherein r3 is 



the moiety 



CAr 



5 and the Ar group is the moiety: 
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and r6, Ra, Rb. Y, R^, r2, 2 and Ar' are as previously 
defined and wherein R^^ is selected from the moieties: 




5 

may be synthesized as shown in Scheme 10. 

The tricyclic pyrrolodiazepines A£ and 42 are 
reacted with appropriate amines in the presence of 
formaldehyde to give the aminomethylene derivatives IS. 
10 and IS. The reaction may be carried out with aqueous 
formaldehyde or its equivalent in the presence of the 
appropriate amine in a lower alkanol at room temperature 
or preferably at temperatures of 50®C-100**C. The 
aminomethylene derivatives M and ^ may be converted to 
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hydrochloride salts or succinic acid and maleic acid 
salts as well as other pharmaceutically acceptable acid 
salts. 
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Snheme 11 
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As shown in Scheme 11, reaction of tricyclic 
derivatives of Formula 3a and 2h. with substituted and 
unsubstituted arylcarbonyl chlorides 5SLt wherein R^, r2 
and R^^ are hereinbefore defined gives compounds 51 and 
5 52 which are vasopressin antagonists. 
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Rrhftmp 1? fcont'd^ 



zO[ 




R^'COCI 




55b 



1=0 




R 
56a 



14 



zoF >=' 
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Reaction of tricyclic derivatives of Formula 
and 3h with a substituted or unsubstituted phenyl 
carbonyl chloride hi gives intermediates 54a and 54b. 
The reduction of the nitro group in intermediates 54a 
5 and 54b may be carried out under catalytic reduction 
conditions (hydrogen-Pd/C; Pd/C-hydrazine-ethanol) or 
under chemical reduction conditions (SnCl2*ethanol; 2n- 
acetic acid TiCl3) and related reduction conditions 
known in the art for converting a nitro group to an 
10 amino group. The conditions for conversion of the nitro 
group to the amino group are chosen on the basis of 
compatability with the preservation of other functional 
groups in the molecule. 

Reaction of compounds of Formula 55a and 55b 
15 with acid chlorides, r25coC1 or related activated acid 
carboxylic acids in solvents such as chloroform, 
dichloromethane, dioxane, tetrahydrofuran, toluene and 
the like in the presence of a tertiary base such as 
triethylamine and diisopropylethylamine or pyridine and 
20 the like, affords the compounds 56a and 56b which are 
vasopressin antagonists. 

The acid chlorides r25c0C1 are those wherein 
r25 is selected from the group 
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Wherein n is 0 or 1; Ra is hydrogen, -CH3 or - 
C2H5; R' is hydrogen, (C1-C3) lower alkyl, {C1-C3) lower 
5 alkoxy and halogen; R^O is hydrogen, halogen, (C1-C3)- 
lower alkyl, (C1-C3) lower alkoxy, NH2, -NH (C1-C3) -lower 
alkyl, -N-[ (C1-C3) lower alkyl] 2» 
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N 



-N^^ ^NHower alkyUC^-Cg) , 

.NH-(CH2)p-hJHIower alkyUC^-Cg) . 
-NH-(CH2)p-N[lower alkyKC^-Cg)]^ . 



•NH- (CHJ 



2'P' 



O. 



•NH-(CHJ, 



2'p 



o ■ 



10 



NH- (CHg)^- N N- 1 ow er al kyl (C,- Cj) . 



Preparation of some tricyclic diazepines 
useful for starting materials for the synthesis of 
compounds of this invention are shown in Schemes 8 and 
9. Other tricyclic diazepines are prepared by 
literature procedures or by methods known in the art or 
by procedures reported for the synthesis of specific 
known tricyclic diazepines. These diazepine ring 
systems discussed below when subjected to reaction 
conditions shown in Schemes 1, 2, 3, 4, 5, 6, 7, 9 and 
10 give the compounds of this invention. 
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The tricyclic diazepine ring system^ 10,11- 
dihydro-SH-imidazo 1 2 , 1-c] [1,4] benzodiazepine, 




H 

5 is reported by G. Stefancich, R. Silvestri and M. 

Artico, jI. HfiT- Cilfiffi. ISl, 529(1993); ring substitution 
on the same ring system is reported by G. Stefancich, M. 
Artico, Carelli, R. Silvestri, G. deFeo, G. Mazzanti, 
I. Durando, M. Palmery, tl Farmaco, ML, 
10 -429(1985) . 




I CI. -OCH3 ; XY^aCHg-O 

H 

The synthesis of 9, 10-dihydro-4H-furo [2, 3-e] - 
pyrrolo [ 1 , 2-a ] [1,4] diazepin- 9-one 
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is reported by F. Povazunec, B. Decroix and J. Morel, J. 
Het . Chem . 23., 1507(1992) and is reduced to give the 
tricyclic heterocycle 9, 10-dihydro-4H-furo(2, 3- 
e]pyrrolo[l,2-a] [1, 4] diazepine. 




H 

5 

The tricyclic 5, 10-dihydro-4H-pyra2Olo (5, 1-c] [1, 41benzo- 
diazepine ring system is reported by L. Cecchi and G. 
Filacchioni, J. iiaL- £hsm., 2a, 871(1983); 




10 The synthesis of 9-oxo-9, 10-dihydro-4H-pyrrolo [ 1, 2-a] - 
thieno(2, 3-e] (1, 4]diazepine is reported by A. Daich and 
B. Decroix, Bull . Chim . Fr 121, 360 (1992); 
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H 

and is reduced with boron-dimethylsulf ide to give 9,10- 
dihydro-4H-pyrrolo [ 1 , 2-al thieno [ 2 , 3-eH 1 , 4 ] diazepine . 




H 

5 Also reported by A. Daich and B. Decroix is 5-oxo-4,5 
dihydropyrrolo I 1 , 2-a] thieno [ 3, 2-e] [ 1 , 4 ] diazepine 




which is also reduced to give 4, 10-dihydro-5H-pyrrolo- 
( 1 , 2-a] thieno [ 3 , 2-e ] [ 1 , 4 ] diazepine 
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Reported by B. Decroix and J. Morel, J. Hfil.. Chem > t 23.9 
81(1991) are 5ii-pyrrolo[l,2-a]thieno[3,2-e] [l,4]dia2e- 
pine; 




and 4H-pyrrolo [ 1 , 2-a ] thieno [ 2 , 3-e ) [ 1 , 4 ] diazepine . The 
10ii-pyrrolo[l, 2-a]thienol3, [ 1, 4 ] diazepine is 
reported by A. Daich, J. Morel and B. Decroix, J, 
Hprprocvclic Chem .. 2L» Ml(1994) • Reduction by 
10 hydrogen-Pd/C or chemical reduction with reagents such 
as sodium cyanoborohydride and acetic acid gives the 
dihydro tricyclic heterocycles 
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N — ^ 
H 



The synthesis of the tricyclic l^S-benzodiazepine ring 
system, 6, 7-dihydro-5H-pyrrolo [1, 2-a] [1, Slbenzodiaze- 
pine, has been reported by F. Chimenti, S. Vomero, R. 
5 Giuliano and M. Artico, IL Farmago. Ed. Sc./ 21, 

339(1977). Annelated 1, 5-benzodiazepines containing 
five membered rings have been reviewed by A. Chirairri, 
R. Gitto, S. Grasso, A.M. Monforte, G. Romeo and M. 
Zappala, HP^^mryrl pc; . No. 3, 604(1993), and the 

10 ring system 6, 7-dihydro-5H-pyrrolo[lr 2-a] [1, 5]benzo- 
diazepine is described. 




The preparation of 5, 6-dihydro-4H- [1, 2, 4] - 
triazolo(4, 3-al [1/ 5]benzodiazepin-5-ones from 1,2- 
15 dihydro-31i-4-dimethylamino-l, 5-benzodiazepin-2-ones has 
been described by M. DiBroccio, G. Roma, G. Grossi, M. 
Ghia, and F.'Mattioli Eun. 1. Mai. Cilfim; 2£r 489(1991). 
Reduction of 5, 6-dihydro-4H- [1, 2, 4] triazolo [4, 3-^] - 
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[l,5)benzodia2epin-5-ones with diborane or lithium 
hydride gives the tricyclic 5, 6-dihydro derivatives • 




The compounds of this invention and their 
5 preparation can be understood further by the following 
examples, but should not constitute a limitation 
. thereof - 

PAfprPnrfi Example 1 
T - ( 2-Nit rppHpnvi ) -1 H-Dvrrol ft-2-carboxaldehvde 

10 To a solution of 3.76 g of 1- (2-nitro- 

phenyl) pyrrole in 20 ml of N,N-dimethylformamide at 0**C 
is added dropwise with stirring 3 ml of phosphorus 
oxychloride- Stirring is continued for 30 minutes and 
the reaction mixture is heated at 90^*0 for 1 hour. 

15 After cooling to room temperature the mixture is treated 
with crushed ice and the pH adjusted to 12 with 2 N 
sodium hydroxide. The resulting suspension is filtered, 
washed with water and dried to give 5.81 g of the 
desired product as a light yellow solid, m.p. lig**- 

20 122°C. 

ppffirpnce Example 2 
4^ S-nihydr n-nyrroln- f 1 . 2-a 1 -qui noxal ine 
To a solution of 1.0 g of 1- (2-nitrophenyl) - 
lH-pyrrole-2-carboxaldehyde in 4 0 ml of ethyl alcohol 
25 and 40 ml of ethyl acetate, under argon, is added 40 mg 
of 10% Pd/C. The mixture is hydrogenated at 40 psi for 
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2 hours and filtered through diatomaceous earth. The 
filtrate is concentrated in vacuo to a residue which is 
dissolved in ether and treated with hexanes to give 
0.35 g of the desired product as a beige solid, m.p. 
5 108^-110*'C. 

R^fprPnrP Example 3 
M-f;>>NitrnbPn7nvl^p vrrQle-2-rarhoxaldehvde 

To an ice bath cooled solution of 5.6 g of 2- 
pyrrolecarboxaldehyde in 4 0 ml of tetrahydrofuran is 
10 added 2.4 g of 60% sodium hydride in mineral oil. The 
temperature elevates to 40°C. After stirring for 20 
minutes a solution of 11.0 g of 2-nitrobenzoyl chloride 
in 20 ml of tetrahydrofuran is added dropwise over 20 
minutes. After stirring in the cold for 45 minutes, the 
15 reaction mixture is poured into ice water and ether then 
filtered. The cake is washed with additional ether. 
The two phase filtrate is separated and the ether layer 
dried and concentrated in vacuo to give 10 g of a 
residue as a dark syrup which is scratched with ethanol 
20 to give crystals which are collected by filtration, 
washed with ether and then dried to afford 3.2 g of 

solid, m.p. 95-99^^0. 

Rfiffirence Example 4 
1 n , 11 --ni hydro- SH-pvr ro3 o r 7 . 1 1 f 1 . 4 1 benzodi flzePin-5-Qne 
25 A mixture of 1.5 g of N- (2-nitrobenzoyl) - 

pyrrole-2-carboxaldehyde in 50 ml of ethyl acetate, 2 
drops of concentrated HCl and 0.3 g of 10% Pd/C is 
shaken in a Parr apparatus under hydrogen pressure for 
1.75 hours. The mixture is filtered, 0.4 g of 10% Pd/C 

30 added and the mixture shaken in a Parr apparatus under 
hydrogen pressure for 2 hours. The reaction mixture is 
filtered through diatomaceous earth and the filtrate 
concentrated in vacuo to give 1.0 g of a yellow oil, 
The residue is purified on thick layer chromatography 

35 plates by elution with 4:1 ethyl acetate rhexane to give 
107 mg of the desired product as an oily solid. 



SUBSTITUTE SHEET (RULE 26) 



W09da2293 



PCT/US96/01076 



-66- 

Rpfprence Example 5 
1 - f ?-Nir robenzv l^ -2-pvrrnl AcarbQxaldehvde 
To 5.56 g of 60% sodium hydride in mineral 
oil, washed three times with hexane, is added 300 ml of 
5 N,N-dimethylf ormamide under argon. The reaction mixture 
is cooled in an ice-bath and 13.2 g of pyrrole-2- 
carboxaldehyde is added slowly. The reaction mixture 
becomes a complete solution and is stirred for an 
additional 10 minutes • While stirring, 30.0 g of 2- 
10 nitrobenzyl bromide is added slowly. After complete 
addition, the reaction mixture is stirred for 30 
minutes, the ice bath is removed and the reaction 
mixture stirred at room temperature for 24 hours. The 
N,N-dimethylformamide is concentrated in vacuo to give a 
15 residue which is stirred with ice water for 1 hour. The 
resulting solid is collected, air dried, then vacuum 
dried to give 30.64 g of the desired product as a tan 

solid, m.p. 128-132*^0. 

Referencp Kxample 6 

20 1 Q . 1 i-Dihvdro^SH-py rroi o r 2 . 1 -c1 f 1 . 4 1 benzodiazepine 

A mixture of 30.6 g of 1- (2-nitrobenzyl) -2- 
pyrrolecarboxaldehyde and 3.06 g of 10% Pd/C in 400 ml 
of ethyl acetate and 400 ml of ethyl alcohol is hydro- 
genated over 18 hours. The reaction mixture is filtered 

25 through diatomaceous earth and the filtrate is treated 
with activated carbon and filtered through diatomaceous 
earth. The filtrate is concentrated ia ^iacuQ to give a 
residue which is dissolved in methylene chloride con- 
taining ethyl alcohol. The solution is passed through a 

30 pad of silica gel and the pad washed with a 7:1 hexane- 
ethyl acetate solution to give 16.31 g of the desired 
product as solid, m.p. 145-148^0. 
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l^pf^y^nrp Rxample 7 

^-MPthyibf >n7.nrbithiophene'2-arervl chloride 
A mixture of 2.0 g of 3-inethylbenzo[b]- 
thiophene-2-acetic acid and 19.4 ml of thionyl chloride 
5 is heated at reflux for 1 hour. The volatiles are 
evaporated in vacuo to give a residue which is con- 
centrated from toluene three times and dried under 
vacuum to give 2.25 g of the desired product as a 
residue. 

10 T^(=>ffirRnce Kxample 8 

4-r;hloro-:^-methoxy hRn2Qvl chloride 
A solution of 2.0 g of 4-chloro-ji-anisic acid 
in 22 ml of thionyl chloride is heated at reflux for 1 
hour. The volatiles are evaporated in vacUP to give a 
15 residue which is concentrated from toluene three times 
and dried under vacuum to give 2.0 g of the desired 
product as a residue. 

R<a-Fprf>nre Example 9 
p- fTrifluor nmprhvl^t^f^pynyl rhloride 
20 A solution of 2.0 g of o-trifluororaethyl- 

benzoic acid in 21 ml of thionyl chloride is heated at 
reflux for 1 hour. The volatiles are evaporated in 
vacuo to give a residue which is concentrated from 
toluene three times and dried under vacuum to give 2.1 g 
25 of the desired product as a residue. 

RAfiarpnre Example 10 
^-Mprhvlph^nylacetvl chloride 
A solution of 2.0 g of o-tolylacetic acid in 
27 ml of thionyl chloride is heated at reflux for 1 
30 hour. The volatiles are evaporated in vacuQ to give a 
residue which is concentrated from toluene three times 
and dried under vacuum to give 2.1 g of the desired 
product as a light brown oil. 
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Rg>ff?rence Example 11 
■^-MPlihvl" 4-nit^rQ-b^n70Yl rhloride 

A mixture of 1.81 g of 3-methYl-4-nitrobenzoic 
acid and 1.25 g of thionyl chloride in 75 ml of chloro- 
5 form is heated at reflux under argon for 48 hours. The 
volatiles are removed jja vacuo to a residue which is 
evaporated with toluene several times in vaCUO* The 
residue is partially dissolved in methylene chloride and 
filtered free of solids and the filtrate evaporated in 
10 vacuo to give 1.47 g of the desired acid chloride. 

Rpf^prfinrfi Example 12 
1- rn-^Nif robenzyl) -imida 7.nle-2-rarbQxaldehvde 

A 2.0 g portion of sodium hydride {60% in oil) 
is washed with pentane two times. To the residue is 

15 added 110 ml of N,N-dimethylformamide under argon, with 
stirring and external cooling, 4.80 g of 2-imidazole- 
carboxaldehyde is added and the cooling bath removed. 
Slight external heating results in a yellow solution. 
The reaction mixture is chilled in ice and 10.8 g of 2- 

20 nitrobenzyl bromide is added. The reaction mixture is 
stirred at O^'C for 18 hours. The volatiles are removed 
in vacuo to a residue which is stirred with ice water, 
filtered and the cake washed well with water and suction 
dried to give 10,9 g of the desired product as a solid, 

25 m.p, 141-144^C. MH+ 232. 

Rf^fprence Example 13 

in. n-nihvd r n-.^H>imida7.nr2,i-cl fl , 41benzQdia2ePine 

A 5.0 g sample of 1- (o-nitrobenzyl) -iroidazole- 
2-carboxaldehyde is dissolved in 150 ml of hot ethyl 

30 alcohol, cooled to room temperature and filtered. To 
the filtrate is added 0.5 g of 10% Pd/C and the mixture 
hydrogenated at 48 psi for 4 hours. An additional 0.5 g 
of 10% Pd/C is added and hydrogenation continued for 25 
hours at 65 psi. The mixture is filtered through 

35 diatomaceous earth and the cake washed with ethyl 
acetate. The filtrate is evaporated in vacuo to a 
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residue which is dissolved in methylene chloride, 
treated with activated carbon, filtered through 
diatomaceous earth and hexanes added to the filtrate at 
the boil to give 1.86 g of the desired product as a 
5 crystalline solid, m.p. 164-170**C. 

l Q,n-nihydro >SH>-iTnida7or2.l-c1 T ] ,4 1 benzodiazepine 

To a suspension of 4 minol of lithium aluminum 
hydride in 20' ml of anhydrous tetrahydrofuran is added a 

10 1 mmol solution of 10. ll-dihydro-ll-oxo-SH-imidazo- 

[2, 1-c] [1, 4]benzodiazepine and the mixture is refluxed 
for 24 hours and cooled at 0°C. To the mixture is added 
dropwise 0-12 ml of water and 6 ml of 1 N sodium 
hydroxide. The mixture is extracted with ethyl acetate 

15 and the solvent removed to give the desired product as a 
solid. Recrystallization from methylene chloride-hexane 

•gives crystals, m.p. 164-170°C. 

RpfArPnc^ Example 15 
Q. 1 n-Dihvdro- 4H-fnro \ 2 . -^-pI pvrrolo f 1 . 2-al F 1 , 4 1 diazepine 
20 To a suspension of 4 mmol of lithium aluminum 

hydride in 25 ml of anhydrous tetrahydrofuran is added 1 
mmol of 9, 10-dihydro-4H-furo[2,3-e]pyrrolo(l,2-a] [1,4]- 
diazepin-9-one. The mixture is refluxed for 12 hours 
and allowed to stand overnight. To the mixture is added 
25 dropwise 0.12 ml of water and then 6 ml of 1 N sodium 
hydroxide. The mixture is extracted with ethyl acetate 
and the extract dried {Na2S04) • The volatiles are 
removed in vacuo to give the desired product as a solid. 

P^f^^r^nr*^ Fvample 16 
30 9. iQ-DihvHrn->4H-fur ^r::>. winvrrolQri,2-al FX . 4 1 diazepine 
A solution of 1 mmol of 4H-furo [2, 3-elpyrrolo- 
. I 1,2-a] II, 4] diazepine and 0.2 g of 10% Pd/C in 10 ml of 
ethanol is hydrogenated for 18 hours. The reaction 
mixture is filtered through diatomaceous earth and the 
35 filtrate is evaporated ia vacuO to give the desired 
product as a solid. 
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Q. in-DibYrtrn-4H-n vrrnlnfl - fhieno f 2 . 3-e1 - 

To a mixture of 7.0 g of 9-oxo-9, lO-dihydro- 
5 4H-pyrrolo(l,2-althieno[2,3-el (l,4]diazepin in 25 ml of 
anhydrous tetrahydrofuran is added 9 ml of 10 molar 
boron-dimethylsulfide in tetrahydrofuran. The mixture 
is refluxed for 6 hours. The solution is cooled to room 
temperature and 25 ml of methanol added dropwise. The 
10 volatiles are removed under vacuum. To the residue is 
added 100 ml of 2 N NaOH. The mixture is refluxed 5 
hours and filtered. The solid is extracted with di- 
chloromethane and the extract is washed with 2 N citric 
acid, water and dried (Na2S04) . The solvent is removed 
15 in vacuo to give the desired product as a solid. 

Ff*f°rf"^** F.xaitiple 18 
A . 1 n-Di hvriro-5H- pvrrolQ f 1 - thipno f 3 . 2-e1 - 
n ■ ill rii azepine 
To a suspension of 7.0 g of 5-oxo-4, 5-dihydro- 
20 pyrrolo[l,2-a]thieno[3,2-e] [l,4)diazepine in 25 ml of 
anhydrous tetrahydrofuran is added 9 ml of 10 M borane- 
dimethylsulfide in tetrahydrofuran. The mixture is 
refluxed for 6 hours. The solution is cooled to room 
temperature and 25 ml of methanol added dropwise. The 
25 volatiles are removed under vacuum. To the residue is 
added 100 ml of 2 N NaOH. The mixture is refluxed 5 
hours and filtered. The solid is extracted with di- 
chloromethane and the extract is washed with 2 N citric 
acid, water and dried (Na2S04) • The solvent is removed 

30 to give a solid. 

Rg>fAr^npp EyampIP 19 

f-ni hyrirn-aH- f ] ■ 7 - 4 1 r ri azoi o f 4 . 3-aUl ■ M benzod i a z epine 

A mixture of 7.0 g of 5, 6-dihydro-4H- [1 , 2, 41- 
triazolo-[4,3-al [l,5]ben20diazepin-5-one in 25 ml of 
35 tetrahydrofuran is added 9 ml of 10 M borane- 

diraethylsulf ide in tetrahydrofuran. The mixture is 
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refluxed for 6 hours, cooled to room temperature and 25 
ml of methanol added dropwise. The volatiles are 
removed under vacuum and to the residue is added 100 ml 
of 2 N sodium hydroxide. The mixture is refluxed for 5 
5 hours, chilled and extracted with dichloromethane. The 
extract is washed with 2 N citric acid, water and dried 
(Na2S04) . The solvent is removed under vacuum to give a 
solid. The solid is purified by chromatography on 
silica gel to give the desired product. 
10 Rpfprence Example 20 

1- /2-Nit-rnphQnvl ^-lH-pvrrnl^-2-carboxaldehvde 

A sample of 4.7 g of sodium hydride (60% in 
oil) is washed with hexane (under argon) . To the sodium 
hydride is added 200 ml of dry N,N-dimethylformamide and 
15 the mixture is chilled to 0^*0 . To the mixture is added 
10.11 g of pyrrole-2-carboxaldehyde in small portions. 
The mixture is stirred 10 minutes and 15.0 g of 1- 
fluoro-2-nitroben2ene added dropwise. After the addi- 
tion, the mixture is stirred at room temperature 16 
20 hours and the mixture concentrated (65^C) under high 
vacuum. To the residue is added 400 ml of dichloro- 
methane and the mixture washed with 150 ml each of H2O, 
brine and dried (Na2S04) . The solvent is removed in 
vacuo to give a yellow solid. Crystallization from 
25 ethyl acetate-hexane (9:1) gives 17.0 g of light yellow 
crystals, m.p. 119^-122^C. 

4 , ] Q-ns hvdro-SH -PvrrolQ f 1 - 2-a1 thi pno f 3 . 2-e1 - 
n ■41diazepine 

30 To an ice cooled mixture of 2.1 g of pyrrole- 

2-carboxylic acid and 2.3 g of methyl 3-aminothiophene- 
2-carboxylate in 40 ml of dry dichloromethane is added 4 
g of N-dicyclohexylcarbodiimide. The mixture is 
stirred at room temperature for 3 hours and filtered. 

35 The filter cake is washed with dichloromethane and then 
extracted twice with 60 ml of acetone. The acetone 
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extract is concentrated to dryness to give 0.8 g of 
solid, m.p- 214-218**C. To a suspension of the preceding 
compound (1.19 g) in 20 ml of dry tetrahydrofuran is 
added 0.2 g of sodium hydride (60% in oil). After the 

5 hydrogen evolution, the mixture is stirred and refluxed 
for 4.5 hours, cooled and poured into ice-water. The 
precipitated solid is filtered and the solid triturated 
with petroleum ether (bp BO-SO'^C) to give 0.75 g of 
4, lO-dihydro-4, lO-dioxo-SH-pyrrolo- [1, 2-a] thieno [3, 2- 

10 e] [1, 4]diazepine as a solid, m.p. 280-290^C. The 

preceding compound (0.362 g) is added to an ice-water 
cooled solution of 1 M diborane in tetrahydrofuran. The 
mixture is stirred at room temperature for 65 hours. 
The solution is concentrated to dryness and ice-water 

15 added to the residue. The mixture is acidified with 

dilute HCl, stirred and then basified with solid NaHC03. 
The mixture is filtered to give 0.223 g of a solid 

(foam) m.p. 80-85®C. 

Rftfprpnrfi Example 22 

20 in. ll^Dihydro-SH- l . 2 . ri azol o f 3 , 4-c 1 - • 

n . 41 benzodiazepine 
A mixture of 2.2 g of 2-cyanoaniline, 2.0 g of 
methyl bromoacetate and 1.3 g of potassium carbonate in 
12 ml of dry N, N-dimethylf ormamide is heated at 150- 

25 155°C for 40 minutes. The cooled mixture is poured into 
ice-water and the mixture filtered to give 2 g of methyl 
[N- {2-cyanophenyl) amino] acetate as a yellow solid, m.p. 
70-78*^C. The preceding compound (2.0 g) is added to a 
solution of 0.5 g of sodium methoxide in 50 ml of 

30 methanol. The mixture is shaken under an atmosphere of 
hydrogen with the catalyst Raney-Ni for 19 hours. The 
mixture is filtered through diatomaceous earth and the 
filtrate evaporated. Water is added to the residue and 
the mixture filtered to give 2, 3, 4, 5-tetrahydro-lii-l/ 4- 

35 ben2odia2epin-3-one as a yellow solid, m.p. 167-170**C. 
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A mixture of the preceding compound (1.6 g) 
and 0.84 g of phosphorus pentasulfide in 10 ml of dry 
(dried over KOH) pyridine is stirred and heated at 80- 
85**C for 15 minutes. The mixture is poured into water 
5 and stirred for 30 minutes. Filtration gives 1.0 g of 
1,2,4, 5-tetrahydro-31i-l, 4-benzodia2epin-3-thione as 

yellow solid, m.p. 150-153*0. 

The preceding compound (0.5 g) and 0.5 g of N- 
formylhydrazine in 6 ml of dry n-butanol is refluxed for 
10 16 hours and the solvent removed. The gummy residue is 
triturated with cold water and the mixture filtered. 
The solid is triturated with acetone to give 0.19 g of 

yellow solid, m.p. 232-237*'C. 

]^f>for^nnp F.xample 23 
15 4. S-r)ihvd r-n-fiH-fl.?-^1i-riazo1nf4. 3-a1 ri.51- 

Htinynriiazepine 
A mixture of 2, 3, 4, 5-tetrahydro-lIi-l, 5-benzo- 
dia2epin-2-thione (0.8 g) and 0.80 g of N-formyl- 
hydrazine in 8 ml of n-butanol is stirred and refluxed 
20 for 18 hours and the solvent removed under vacuum. Ice 
water is added to the residual solid and the mixture 
filtered to give 0.312 g of a gray solid, m.p. 162- 
165°C. 

25 4 s-nibvriro -fiH-imidazn[i .p-fli [ 1 . ^sihfinr.otliazepine 

A mixture of 30 g of acrylic acid, 33 g of fi- 
phenylenediamine is heated on a steam bath for 1.5 hours 
and the cooled black mixture triturated with ice-water. 
The aqueous phase is decanted and ice and aqueous 

30 ammonium hydroxide added to the residue. The mixture is 
extracted with dichloromethane and the extract concen- 
trated to dryness. The residue is triturated with 
carbon tetrachloride and filtered. The oily solid is 
triturated with a small amount of ethanol to give 9.7 g 

35 of a solid. Trituration of the solid with ethyl acetate 
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gives 2, 3, 4, 5-tetrahydro-lii-l, 5-benzodia2epin-2-one as 
an impure solid, m.p. 75-107^C, 

A mixture of the preceding compound (11.3 g) 
and 5-9 g of phosphorus pentasulfide in 70 ml of dry 
5 pyridine is stirred and heated at approximately 80*^C for 
20 minutes. The mixture is poured into water and the 
mixture stirred for 30 minutes. Filtration gives 8.6 g 
of 2,3,4,5-tetrahydro-lil-l,5-ben20dia2epin-2-thione as a 

solid, m.p. 154-157^C. 

10 A mixture of the preceding compound (0.70 g) , 

1.0 g of aminoacetaldehyde dimethyl acetal and 15 mg of 
4-methylbenzenesulfonic acid monohydrate in 6 ml of dry 
n-butanol is refluxed for 4 hours and the solvent 
removed under vacuum. The residue is heated (refluxed) 

15 with 10 ml of 3 N hydrochloric acid for 55 minutes. Ice 
is added to the cooled mixture and the mixture made 
•basic with solid NaHCOs. The mixture is extracted with 
dichloromethane and the extract dried (Na2S04) . The 
solvent is removed to give an orange syrup which solidi- 

20 fied on standing. The oily solid is triturated with 

acetone to give a light yellow solid (0.185 g) m^p. 119- 
122^C. 

Reference Example 25 
1- (2-NitrnphPnvl)- 7-pvrroleacetic acid, ethvl ester 
25 To a stirred mixture of 1.88 g of l-(2- 

nitrophenyl) pyrrole, 4.80 g of ethyl iodoacetate and 
2.22 g of FeS04.7H20 in 40 ml of dimethyl sulfoxide is 
added dropwise 10 ml of 30% hydrogen peroxide while 
keeping the reaction mixture at room temperature with a 
• 30 cold water bath. The mixture is stirred at room 

temperature for one day. An additional 2.4 g of ethyl 
. iodoacetate, 1.1 g of FeSO4.7H20 and 5 ml of 30% 
hydrogen peroxide is added and the mixture stirred at 
room temperature for 1 day. The mixture is diluted with 
35 water and extracted with diethyl ether. The organic 

extract is washed with water, brine and dried (Na2S04) . 
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The solvent is removed and the residue (2.12 g) chroma- 
tographed on silica gel with ethyl acetate-hexane (1:4) 
as solvent to give 0.30 g of product as a brown gum. 

Pf.ft.rpnrP> Example 26 
5 7-n<hvriro-'^H-nvrroi on .p-ai fi . Slbenzodiazepin-g-Qne 

To a solution of 0.8 mmol of l-(2-nitro- 
phenyl)-2-pyrroleacetic acid, ethyl ester in 3 ml of 
ethanol is added stannus chloride dihydrate (SnCl2.2H20) 
in 2 ml of concentrated hydrochloric acid (with cooling 
10 in water bath). The mixture is stirred at room tempera- 
ture for 5 hours and chilled in an ice bath. To the 
mixture is added slowly saturated sodium carbonate 
solution. The solid which precipitates is filtered and 
the solid washed with water and then extracted with 
15 ethyl acetate. The ethyl acetate extract is dried 

(Na2S04) and the solvent removed to give 0.16 g of solid 
which is triturated with ether to give 0.11 g of product 
as an off-white solid. 

20 <;.7-rnhvdrr-'=iH-pvrro inn ■7-ai fi . Slbenzodiflzep i ne 

To a solution of 0.070 g of 6, 7-dihydro-5ii- 
pyrrolo[l,2-a] [l,5)benzodiazepin-6-one in 2 ml of 
tetrahydrofuran is added 0.45 ml of a 2.0 M solution of 
diborane-dimethylsulfide in tetrahydrofuran. The 

25 mixture is re fluxed for 3 hours, poured into water and 
made basic with 2 N NaOH. The tetrahydrofuran is 
removed under vacuum and the residual aqueous mixture 
extracted with diethyl ether. The extract is washed 
with brine, dried (Na2S04) and the solvent removed to 

30 give 0.065 g of a colorless oil; one spot by thin layer 
chromatography (silica gel) with ethyl acetate-hexane 
(1:2) as solvent- (Rf 0.81). 
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Reference Example 28 
1 - f 2-Nit r n-'^- f etihoxvcarbonvl ) benz vl 1 -Pvrrole-2- 

carboxaldehvde 
To a stirred slurry of 2.2 g of sodium hydride 

5 {60% in oil, washed with hexane) in tetrahydrofuran is 
added at 0**C a solution of 4.5 g of pyrrole-2-carbox- 
aldehyde in 25 ml of tetrahydrofuran. After the addi- 
tion is complete^ a solution of 15 g of ethyl 4-nitro-3- 
bromomethylbenzoate in 30 ml of dry tetrahydrofuran is 

10 slowly added under nitrogen. The reaction mixture is 
stirred at 20^C for 8 hours and carefully quenched with 
water. The reaction mixture is extracted with chloro- 
form which is washed with water, dried with Na2S04 and 
concentrated in vacuo to give 12 g of the desired 

15 product as a solid; mass spectrum (M'*'H)349. 

pfif^irpnrf> Example 29 
l-f2-Nitro-4-(ethQxvcarbonvl)ben2vn-Pvrrole-2- 
rarhQxaldehvde 
The conditions of Example 28 are used with 
20 ethyl 3-nitro-4-bromomethylbenzoate to give 13.0 g of 
the desired product as a solid; mass spectrum (M'*'H)349. 

Reference Example 30 
Ethyl lQ.ll-Dihvd rn-.SH-PvrrQlof2. 1-cl fl.41- 
henzQdiazepine-l-carboxvlate 
25 A solution of 10.0 g of 1- (2-nitro-5- (ethoxy- 

carbonyl) benzyl ] -pyrrole-2-carboxaldehyde in 150 ml of 
absolute ethanol containing 1.0 g of 10% Pd/C is 
hydrogenated in a Parr apparatus for 16 hours under 40 
psi of hydrogen. The reaction mixture is filtered 
30 through a pad of diatomaceous earth and the filtrate 
concentrated in vacuo to a residue of 5.5 g of the 
desired product as a solid; mass spectrum (M'*'H)255. 
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Rffpfffn^ft Example 31 

Rt hvl 1 Q . n -nihvdrn--SH>pvrrQl n f 7 , 1 -c1 f 1 , 4 1 - 
hpnTodiazepine-B-carboxvlate 
The hydrogenation conditions of ethyl 10,11- 
5 dihydro-5H-py rrolo [ 2 , 1-c] [ 1 , 4 ] -benzodiazepine-^-car- 
boxylate are used with 1- [2-nitro-4- (ethoxycarbonyl) - 
benzyl] -pyrrole-2-carboxaldehyde to give 5.0 g of the 
desired product as a solid; mass spectrum (M"*'H)255. 

Rf^ference Example 32 
10 ?-MPf,hvlf nrang-3-rarbQnvl chloride 

A mixture of 4.0 g of methyl-2-methylfurane-3- 
carboxylate, 30 ml of 2 N NaOH and 15 ml methanol is 
refluxed for 1.5 hours. The solvent is removed under 
vacuum to give a solid. The solid is extracted with 
15 dichloromethane (discarded) . The solid is dissolved in 
water and the solution acidified with 2 N citric acid to 
give a solid. The solid is washed with water and dried 
to give crystals 1.05 g of crystals of 2-methylfuran-3- 
carboxylic acid. The preceding compound (0.95 g) and 3 
20 ml of thionyl chloride is refluxed for 1 hour. The 

solvent is removed, toluene added (20 ml, three times) 
and the solvent removed to give the product as an oil. 

Rpfprpnrfi Example 33 
7'\7- (Tri hntvlstannvn-3-thienvn-l. 3-diQ«giane 
25 To a stirred solution of 15.6 g (0.10 mol) of 

2- {3-thienyl) -Ir 3-dioxolane in 100 ml of anhydrous 
ether, n-butyl-lithium (1.48 N, in hexane, 74.3 ml) is 
added dropwise under nitrogen at room temperature. 
After being refluxed for 15 minutes, the reaction 
30 mixture is cooled to -TS'^C and tri-n-butyltin chloride 

(34.18 g, 0.105 mol) in 100 ml of dry tetrahydrofuran is 
added dropwise. After the addition is complete, the 
mixture is warmed to room temperature and the solvent 
evaporated. To the oily residue 100 ml of hexane is 
35 added, and the resulting precipitate (LiCl) is filtered 
off. The filtrate is evaporated and the residue dis- 
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tilled at reduced pressure, giving 34.16 g (77%) of the 
desired product. 

Mft riVl ^-^^^ nonvri di ne-3-carbQXVlate 
5 Dry methanol (400 ml) is cooled in an ice bath 

and HCl gas is bubbled into the mixture for 25 minutes. 
To the MeOH-HCl is added 30 g of 6-aminopyridine-3- 
carboxylic acid and then the mixture is stirred and 
heated at 90**C for 2 hours (all the solid dissolved) . 
10 The solvent is removed under vacuum and the residual 

solid dissolved in 100 ml of water. The acidic solution 
is neutralized with saturated sodium bicarbonate (solid 
separated) and the mixture chilled and filtered to give 
30 g of white crystals, m.p. 150''-154°C. 

15 R«»ff»rPnrP FvanmlP 35 

g-^ /s-fi „nro-?-Tnt>i-hvTbp nTnvn ami nnl pyridine- 3-carbQxvlic 

acid 

To a mixture of 4.5 g of methyl 6-amino- 
pyridine-3-carboxylate and 5.53 ml of triethylamine in 
20 40 ml of dichloromethane (cooled in an ice bath) is 

added 6.38 g of 5-f ludro-2-methylbenzoyl chloride in 10 
ml of dichloromethane. The mixture is stirred at room 
temperature under argon for 18 hours and an additional 
3.4 g of 5-fluoro-2-methylbenzoyl chloride added. After 
25 stirring at room temperature for 3 hours, the mixture is 
filtered to give 3.0 g of methyl 6- t [bis (5-f luoro-2- 
methylbenzoy 1 ) J amino ] pyridine-3-carboxylate . The 
filtrate is concentrated to dryness and the residue 
triturated with hexane and ethyl acette to give an 
30 additional 9.0 g of bis acylated compound. 

A mixture of 12.0 g of methyl 6- [[bis (5- 
fluoro-2-methylbenzoyl) ) amino) pyridine-3-carboxylate, 60 
ml of roethanol-tetrahydrofuran (1:1) and 23 ml of 5 H 
NaOH is stirred at room temperature for 16 hours. The 
35 mixture is concentrated under vacuum, diluted with 25 ml 
of water, cooled and acidified with 1 N HCl. The mix- 
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ture is filtered and the solid washed with water to give 
6.3 g of the product as a white solid. 

As described for Reference Example 35, but 
substituting the appropriate aroyl chloride, heteroaroyl 
5 chloride, cycloalkanoyl chlorides, phenylacetylchlorides 
and related appropriate acid chlorides, the following 6- 
[ (aroylaminolpyridine-3-carboxylic acids, 6- [(hetero- 
aroyl) aminolpyridine-3-carboxylic acids and related 6- 
[ (acylated) amino )pyridine-3-carboxylic acids are 

10 prepared. 

pof^rpnrP Example 36 
fi-f M-Mprhyl-^-fhi pnylrarhonvl laminolPVridine-a- 
rar^OKYliC acid 

Rfffrfnrf pva"'"^*^ 37 
15 fi- f f p-Mpt h yi --^-f hipnyi rarhonvl ) aminol Pvridine-3- 

rarhoxylir acid 
pofprpnrp Example 38 
fi- r n-MprhYT-g-fur anyirarhnnvn aminol Pvridine-3- 
farhnxylic acid 
20 RpfPrpncp f;?taniplP 39 

fi- r f 9-MPthyi -^-fura nyi rarbonvl ) ami nolPvridine-3- 

rarboxvl \r. acid 
Rpfprpnce F.xample 40 
fi-r n-f1noro-?-Tnprhvl h pn7.ov1 ) aminol Pvrirtinf?-3-CarbQ»V li C 

25 acid 

Pf>ff>T-PnrP Fx ample 41 





6- 


r f?-MPthvihPn7nvl^aminolPvridine-3- 


-carboxYiic 


acid 




6- 


Rpfprence Exaraplfi_42 
f f?-phlnroHpn7nvHamino1Pvridine-3- 


-carboKYlic 


acid 


30 


6- 


Rpfprence Example 43 

f f ?-F^llnrf^hPn7nvn ami nnlPvridine-3- 


-csrboxYlic 


acid 



Rfffrfn*:" F.xamplp 44 

^- r /?-rhinro-4 - FiMornhPn-ovi ) aminol pyridine- ^-rrfarfeoxY li c 

acid 

35 Rpfprpncp Fvample 45 

f,-f (7. 4-ni rhlornbPnzov ] \ ami nnlpvri dine-3-r?rr>0XVliC ac i d 
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RAfAr«»nrP Example 4 6 
fj- f f /l-rh 1 nrn-? -f^ nnrnbpnznvl ) ami nnl nvr i di ne- :^-rarboxvl Ic 

acid 

Rpfprenee Example 47 
5 fi- r . 4 . 5- Tri mPt hoxvhPnzovl \ aminol pvridine-3-carbQxvlic 

acid 

Rpfprpnre Example 48 
fi-r r?.4-r)tflunrnhpn20v l) aminol pvridine-3-carbQxvlic acid 

RpfprPnrP Example 4 9 
10 fi-f f7-BrotnnhPn7,ovn aminol pvridine-3-carbQXVlic acid 

Rpff^renre Example 50 
fi- r f?-rh1nrn- 4-n1trobpn7nvnaminQlpvridine-3-carboxvlic 

acid 

Reference Example 51 
15 fi- f f Tet rah vrirnf nranvl -2-carbnnvl > aminol Pvridine-3- 

carboxvlic acid 
p,»fprpnrp Example 52 
fi- r fTetirahvrtrotLhienvl-2-carbonY l> aminol pvridine-3- 

rarhnxvlic acid 
20 Reference Example 53 

fi-f fPYPlnheyylrarbon yn amino1pvridine-3-carboxvlic acid 

Reference Example 54 
fi-f frvr1ohex- ^-enerarbnnvnaminolPvridine-3-carbQXVliC 

acid 

25 Reference Example 55 

fi-f (5-Flunro-?-mer hYlbenzeneacetvll aminol Pvridine-3- 

rarhnxvlir acid 
Reference Example 56 
6-r r7-rhlo r >^hpn9enearervl^aminn1Pvridine-3-carbOXVliC 
30 acid 

Reference Example 57 
6-r frYrlnpe n rvl^ftT-honvn aminol Pvridine-3-carbQXVlic acid 

ppfprenre Example 5B 
fi-f frvr1ohe vYlarervUamino1pvridine-3-carbnxvIiC acid 
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ppfPT-onoA F.vamnle 59 
^-r f^-MPl-hvl-2-i-bipnvlar -«*fvnaminn1t>vridine-3-CarbQXVliC 

acid 

ppff>T-g.nrP Fxamole 60 
RofprPnrP Fvamolp 61 

fi- f f ^-MPi-hvi -?-f i iranvi arPtvi > ami nolpvri dinfi-3-carbQXY li c 

acid 

^-f f?-MPi-hv1-3-Fiiranvla c Pi-vnatTiinn1PVridine-3-CflrbQ«V li C 

acid 

p^foj-oppp F.vampIP 63 

A-[ p-MPthYi-?-i-prrahvd rnthiPnviarprvl)aminolPvridine-3- 
15 rnrhowYlir acid 

RofprPnrP EyamplP 64 
fi-f ^?-MP1^hvl- 3 -rP1-rahvdro1^h^Pnvla^Pfvl)aminO^PVridine-3- 
^f^^•>^^vY^^r acid 

20 6- f <7 ■ 5-D j Chi nrf>ben 7>^Y^ \ ami nnl nvri dine-3-carbQXVl iC flC i d 
^-f f?. s-r)ich^ o rnhPn7ovl^aTninn1pvr^d^np-3-carhoxvlic ac i d 

ft- f /7-Mpr hvl-4-r-h1 nrob p n^ovl 1 ami nol pvridj n«^- ^-CflrbOXV l iC 

25 acid 

6-f f?.^-r>iTnPthv lbpn7r>vUaminn1Pvridlnp-3-CflrbQ«YUC BC i d 

|^f>fpr-pnrp Fxample 69 

fi-f f?-Mpt-ho y Y>^'='"^"^i)'^'"^""^pv^^^^"*^~3-cf<i'^^^v^i^ acid 

30 RpfPrpnce Example 7Q 

6- r (?-Tri f T nnrnmp i-hnvvhPn7ovl ) aminni pvrl dine-3- 

pj^rhnxylic acid 
ppf^rpncp Example 71 
6- r (A-Ch 1 nrr>-2-mp i- hnvyhpn^oyT ^ amino 1 pvri dine- 3- 
35 ^fjrhnvvlir acid 
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Rpfprpnce Example 72 
fi- r r ?- (Tri f-i nnrnmethvl ^ hpn^ovl 1 ami nol Pvridlne-3- 
^prhnvvHr arid 
ppfprf>nrp Example 73 
5 fi-r f?. fi-D i rhlnrnben^r.vnaminnlpvridine-3-carbQXVlic acid 

R,:>fprenre Rvamole 74 
fi.f >?■ f;-r)^meiih Y ii->pnTnvl>aminolpvridine-3-carbQXvlic acid 

ppfprpnre Kxample 75 
f;-r <?-MPi-hvir hinhPnzr>vn aminQipvridine-3-r.arbQxvlic: acid 
10 Rpfprpnce Example 76 

fl-f (il-F1nnro-?- ftri f ] iinrnmPthvl > hpn7.nv1 ^ amino 1 Pvridine- 

?-rarboxv] ir acid 
ppfprpnrfj Example 77 

f^-r/?. ^-r)irhin r'^hpn7ovnaminolpvridine-3-carhQxvlic acid 

15 Rpfprence Example 78 

fi-r f4-F1nr.rn- 7-mPthvlbpnyf>vUamino1PvridinR-3-carbQXVlic 

acid 

RpfprPnrP Example 79 
fi- r (7 .■^.F>-Tr ^ f-hl orobenrnvl ) aminnlPvridinP-3-carbQXVliC 

20 acid 

Rpfprencp Example 80 
ft-r <,S-Fluorn-?-ghlQrobenzov1 ^ aminol pvridine-3-carbQXVlic 

acid 

Rpfprpnre Example 81 
25 fi- r (?-FlunTo-s- <r.ri fi nnrnmpthyi ^ benzoyl > aminol pvridine- 

-^-rarboxyl 1r acid 
R«>fPT-Pnf;P Example 82 
f f Ej-TTi „orr>-?-mPt-h y 1 benzoyl ) ami no 1 pvr i di ne- 3-carbonvl 

Chloride 

30 A mixture of 6.2 g of 6- ( (5-fluoro-2-methyl- 

benzoyl) amino]pyridine-3-carboxylic acid and 23 ml of 
thionyl chloride is refluxed for 1 hour. An additional 
12 ml of thionyl chloride is added and the mixture 
refluxed for 0.5 hour. The mixture is concentrated to 

35 dryness under vacuum and 30 ml of toluene added to the 
residue. The toluene is removed under vacuum and the 
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process (add toluene and remove) is repeated to give 7.7 
g of crude product as a solid. 

As described for Reference Example 82, the 
following 6- (acyl) amino)pyridine-3-carbonyl chlorides 
5 are prepared. 

P^'fprfn^'' F.vamolg 83 
ft-.f C^-Moi-hyi -?-i-hi pnvic arhnnvi > ami nnl pvridi ne-l-carbonvl 

pofo^^nrP F.xample 84 
10 fi- f (?-Mf>thy1 --^-thi ony 1 rarhonyl > ami nol PVridine-3-carbQnvl 

rhloride 
ppfe>rpnrp Example 85 
^-r n-Mpi-hvl-?-fnranvl rarhnnvHaininn1pvririine-3-carbQnvl 

rhloride 

15 Rpfftrftngfi f.xflmple 96 

ft-r /9-MPthvl-'^-fiiran v 1rarbf»nvl ) ami nnl Pvridine-3-carbQnvl 

rhloride 
T^ffrrf"^^ F.xample 87 
fi- f f -^-Fl noro-7-mprhvlh pn7nvT ) ami nnlpvridi ne-3-carbonvl 

20 r.hloride 

Pf>fo|-finrP F.yample 88 
^-f /?-MPi-hv1hPn7nvl^ ? minn1pvridine-3-carhonvl ChlOf i de 

p^fprpnrp Fxample 89 
f;-f /7-rhinrnb p n7nvi ) aminoipyridinp-^-rarbonvl Ch i Qg i dei 

25 white crystals 

poforpnrp Example 90 
^-f f?-F1nnrn b pn7nvnaminn1pyridinP-3-carbonv] ChlQClde 

pofoT-cnrP Example 91 
fi- t /?-rh1 oro-a-f 1 nor o hPn^nvl \ ami nolpvridi ne-^-carbonv l 

30 r;hloride 

a- I 17. 4-ni rhi nroben r'^Yl ^ aminnl PvridinP-^-carbonvl 

rhinride 
Rpfprpnrp Example 93 
35 fi-r M-rhlnrn-?-flunrnhPnzo v i \ ami no 1 pvr i dine-3-carbQnvl 

rhinride 
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p«>f«.rpnr^ F.xamplP 94 
fi- r 4 ■ '^-Tr itnPl-hnxvbpnTovl \ ami nnlpvridine-3-carbonvl 

chloride 
Rpfprpnre Example 95 
5 a-f (?. 4-Di f 1 nnrnhen^nvl \ amlnnl pvridine-3-carbonvl 

rhloride 
RpferpnrP Example 96 
fi- r f 2-Bromobenzovl ^ amino! p yridine- :^-rarbonvl chloride 
Rpfprpnre Example 97 
10 ft- r O-CM nrn-4-ni r rnhenzovl \ aminol pvridine-3-carbQnvl 

rhloride 
Rpfprence Example 98 
ft-f <Tprrah vrirofurany1-?-carbnnvUaminn1PvridinR-3- 
C^rbony l rhloride 
15 Reference Example 99 

fi- r fTPl- rahy rti^nth i envl -7-rarhonvl > aminol Pvridine-3- 
rarhonvl rhloride 
Reference Example 100 
ft- f (rvcl nhPxvl ca rbonvl ^ amH nol pvridi ne-3-carbonvl 

20 Chloride 

Rpfprenre Example 101 
fi- f frvrlohPx-3-ent^ (;arhonvl ) aminol pyridine- 3-carbQnvl 

rhloride 
Rpfprpnre Example 102 
25 fi- f (?-Me f hYlhPn7Pnparetvl) am-inolPvridine-3-carbonvl 

chloride 
Rpfprenre Example 103 
fi- r f7-rh]nrohenze nearef vl^aminolPvridine-3-carbonvl 

rhloride 

30 Reference Example 104 

fi-f (rvrlnpenrvlra rhonvn aminftlPvridine-3-carbonvl 

Chloride 

p^fprpnre FvamplP 105 
fi-f (Cvrlohpyylarety n aminoTnyririine-'^-carbonvl chloride 
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ppforpnrp Example 106 

^, I ( ^-M^thvi -2 - ^bi pnvi arpt vi ) ami nolpvri fil nft-S-carbonv l 

rhinride 
|^f.f«.ri»nrP F.xample 107 

s' r (9-MPt.> i Yi --^-i-^^jgnYi a^Atvi ^ ami nolpvridi np-3-carbQnvl 

rhinride 
Pifff F-xample 108 
f^-r f^-MPi-hvl- 2 -fnranvlacoi-vnaminolnvr-idine-VcarbQnvl 

rhloride 
pAfprpnrP Pvattiplo 109 
^- f (p-|>/if»i-hy1 -^--Fnranvla rPf yl ) aminolpvri dine-3-CarbQnYl 

rhinride 
p^fprenrP Example HQ 
fi- f f 7-MPf t-iYl - ^i- f 1 u r ^rnbPn7■enparpr ami nol PVri dine-3- 

rarhnnvl rhloride 
Rpfprpnce F.vamole 111 

ft- f c^-Mpi-hvT -?-1^P^ rahvd rn^hi pnviarpf vl ) aminolPvridlne-3- 

rarbonv l rhloride 
Rftfr^**"^^ Example 112 
20 fi- r f ?-MPt,h Y-| - ^-f At rah yrirnt h i en v 1 aretv 1 ) am 1 no 1 Pvri d infi- 3" 

^^lr^O^Y^ rhinride 
Pf»ff>rpnre Example 113 
fj- f f ? ■ ■S-Di^^ 1 nrnhen ^ nyl \ ami nn 1 PVri dine-3-CarbQnvl 

rhloride 

25 ppfprenre Example 114 

ft-f tT.s-Dir^^1nrohen 7 nv1^amino1nvridine-3-carbQnvl 

rhloride 
Rpfprpnre F.vamplP 115 
ft-^ ,?-Mprhvl - 4-^>'T»^"t^er^"Y^^^'"^""''PV''^di"e~^~carbQnY l 
3Q rhloride 

Pfxfprpnrp Example 116 
<;-f f?.?-Di'np»hv1hP P -7nyUaminn1Pvridinp-3-carbQnYl 

rhloride 
ppfprence Evample 117 
35 fi-^ f?-Mprh nrY^'='"^"^1 Ch l or i de 
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Rpfprpnrg F.xample 118 
fi-r f7-TriflnQr ompi-hnxvbpn7nvnaminolPvridine-3-carbonvl 

phlorlde 
PAfArpnfA Example 119 

5 g-f (4-Chlorn-2-meth r>xvhPnzQvl ) aminolpyridine-B-carbonvl 

rhloride 
RpfprpnrP Example 120 
fi- r r ?- f Tr i f 1 tinrntnPt hvl ^ benzoyl 1 ami nnl pvridine-3-carbQnvl 

rhJoride 

10 Rpferenc p Ryample 121 

fi-r (2. fi-Dirhlorobe nynvl \ ami nnl pvr i dine-3-carbonvl 

Rpfprpnce Exatnplp 122 
fi-f /2. fi-Di mPthvlben7r.v1 ) ami nol pvridine-3-carbonvl 

15 fihlQride 

Reference Example 123 
6-r (2-Mei-bvlrhiQ hPnzoYH aminolpvridine-3-carbonvl 

Chloride 

Rpfprenre Example 124 
20 fi- f (4-FTvir)rf>-?- (t ri f luorompthvl ) benzoyl ) aminol pvridinfi- 

•^-rarhnnyl rhinride 
Rpferencp Exam ple 125 
f,-n2. 3-Di rhi nrnben zovl ) amipa 1 ovri di nP-3-carbonvl 

chloride 

25 Rpfprpnre Example 126 

f;- f M-nuoro-?-mPi-hv] hPn7ovl) aminolPvridine-3-carbQnvl 

rhlnride 
RpfprpnrP Example 127 
fi- f f 2. 3. 5-T ri rhl nrobpn^ovl ^ aminn1pyridine-3-carbQnyl 
30 rhloride 

ppfp^f^nrp Example 128 
fi-r fB-Fluorn-7-rhloro hPnznynaminolPvridine-3-carbQnvI 

rhloride 
pf>fprpnrp Example 129 
35 6- r (2-Flnnro-5- (r ri fluoro mefhyl > benzoyl ) aminol PVridine- 

l-rarbo nyl rhloride 
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Rf>fori:>nrP Fxamole 130 
]-/^^NSl-rQ-2-pvridinvl^ -1H-ovrrQlP-2-carbQXaldehvde 
A sample (3.6 g) of sodium hydride (60% in 
oil) is washed with hexane under argon. To the sodium 
5 hydride is added 100 ml of dry N,N-diraethylformamide. 
The mixture is cooled in an ice bath and 7.8 g of IH- 
pyrrole-2-carboxaldehyde is added in small portions. 
After the addition the cooled mixture is stirred for 15 
minutes and 13.0 g of 2-chloro-3-nitropyridine is added. 
10 The mixture is heated at 120°C for 16 hours. The 

solvent is removed under vacuum at 80°C and to the dark 
residue is added 200 ml of ethyl acetate. The mixture 
is filtered and to the filtrate is added 100 ml of 
water. The mixture is filtered through diatomaceous 
15 earth and then filtered through a thin pad of hydrous 

magnesium silicate. The filtrate is diluted with water, 
the organic layer separated, washed 2 times with 100 ml 
of water and once with 100 ml of brine and then dried 
<Na2S04) . The solvent is removed under vacuum to give 
20 16 g of solid. The solid is chroraatographed on a silica 
gel column with hexane-ethyl acetate (2:1) as solvent to 
give crystals which are recrystalizzed from ethyl 
acetate-hexane (97:3) to give 8.5 g of product as 
crystals, m.p. 122^-125*^C. 
25 RpfPrpncG F.xample 131 

R ■ ^-nihv d rnpvrido f ? . 2-ei pvrrol o f 1 , 2"alpvraz i ne 
To a suspension of 8.0 g of 1- (3-nitro-2- 
pyridinyl) -lii-pyrrole-2-carboxaldehyde in 150 ml of 
ethyl acetate is added 800 mg of 10% Pd/C. The mixture 
30 is shaken in a Parr hydrogenator for 3 hours and then 
filtered through diatomaceous earth. The filtrate is 
. concentrated under vacuum to give 8.5 g of solid. The 
solid is purified by chromatography over silica gel with 
solvent hexane-ethyl acetate (2:1) as solvent to give 
35 2.6 g of product as white crystals, m.p. 92°-94^C and 
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1.6 g of pyrido(3,2-alpyrrolotl,2-aL]pyrazine as tan 

needles, m.p. 88°C to SO'C. 

As described for Reference Example 35, the 
following bis acylated products (Table A) are prepared 
5 and purified by silica gel chromatography. These 

compounds are then hydrolysed to the acids as described 
in Example 35 (Table B) . 

Table A 



O 




15 



Ex Mo . 


Ri : 


R2 


R3 
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«^ 
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CH3 
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CH3 
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CH3 
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0CH3 


0CH3 


0CH3 
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CI 
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Br 
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520 


139, 


CI 


H 


F 


H 


H 


412 


140 


Ph 
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512 
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CI 
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Br 
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474 


143 


CH3 
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• H 
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Br 




144 


CH3 


H 


H 


H 


Br 


468 



M* is molecular ion found from FAB mass spectrum 
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Table B 

O 




R4 



Ref , 

£X No. 


Rl 


R2 


R3 


R4 


> X - ' 
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H 
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OCH3 


OCH3 


H 
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Br 
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CI 
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CI 
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Br 


H 


356 
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CH3 


H 
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F 


CI 
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CH3 


H 


H 


H 


Br 


336 



M"*" is molecular ion found from FAB mass spectrum. 



5 RpfPrencp F.xample 157 

f^-ftminn-S-bromnpyridinP-^-rarbOXVlic acid 

To a stirred solution of 6-aminonicotinic acid 
(13.8 0.1 mole) in glacial acetic acid (100 ml), 
bromine (16 g, 5 ml, 0.1 mole) in acetic acid (20 ml) is 
10 added slowly. The reaction mixture is stirred for 8 

hours at room temperature and the acetic acid is removed 
under reduced pressure. The yellow solid residue is 
dissolved in water and carefully neutralized with 30% 
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NH40H, The separated solid is filtered and washed with 

water to give 18 g of solid; mass spectrum: 218 {M+) • 

Rpfpr^nrP Example 158 
MPthvl nn->5-bromopvridine-3-carbQxvlate 
5 6-Amino-5-bromopyridine-3-carboxylic acid (10 

g, 50 mmol) is dissolved in saturated methanolic HCl 
(100 ml) and refluxed for 24 hours* The solvent, 
methanol, is removed under reduced pressure and the 
residue is dissolved in ice cold water. The aqueous 
10 solution is neutralized with 0.1 N NaOH and the solid 
which separates is filtered; washed well with water and 
air dried to yield 10 g of product as a solid: mass 
spectrum 231 (M"*") . 

Rpffirpnce Example 159 
15 1 [ r 6-Chl idinvl 1 carbonvl 1 -IQ . ll-dihvdro-5H- 
PYT-T-nlQ r2 . l-g1 r 1 . 4 1 benzodiazepine 
To a mixture of 1.84 g of 10, ll-dihydro-51i- 
pyrrolo[2, l-£] [1, 4]benzodia2epine and 1.52 g of tri- 
ethylamine in 20 ml of dichloromethane is added a solu- 
20 tion of 2.11 g of 6-chloronicotinyl chloride in 5 ml of 
dichloromethane. The mixture is stirred at room 
temperature for 2 hours and quenched with 30 ml of 1 N 
sodium hydroxide. The mixture is diluted with 20 ml of 
dichloromethane and the organic layer, separated. The 
25 organic layer is washed twice with 20 ml of 1 N sodium 
hydroxide, washed with brine and dried (Na2S04) . The 

solvent is removed under vacuum and the residue tri- 
turated with ether to give 3.22 g of white solid; mass 
spectrum (CI) 324 (M+H) . 
30 Rpference Example 160 

1 n- r r A- r f 2-dimpr hvlaminoethvl ) amino! -3- 
pyridinvllrarbonvll -lQ. ll-dihvdro-5H-Pvrrolor2. l-d- 

[1 ^i^lbpnzndiazepine 
A mixture of 10- [ [ 6-chloro-3-pyridinyll - 
35 carbonyl]-10, ll-dihydro-5a-pyrrolo [2, [1, 4]benzo- 

diazepine (3.2 g) , K2CO3 (5 g) and the 2-dimethylamino- 
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ethylamine (5 ml) is heated in dimethylsulfoxide (80 ml) 
for 6 hours at lOO^'C (with stirring) . The reaction 
mixture is quenched with water and the solid which 
separates, is filtered off and washed well with water, 
5 Examination of the TLC (CHCl3:MeOH; 3:1) showed the 

products to be sufficiently pure to be used for further 
reactions without purification. Yield 3-2 85%, mass 

spectrum (CI) 376 (M+1) . 

Rfifpr^nce E xample 161 

10 fi-r f^>-MethYlbPn:gene a rPf vn aminolPvridine-3-CarbQXVliC 

To a cooled (O^'C) mixture of 5-0 g methyl 6- 
aminopyridine-3-carboxylate, 12.6 ml of N,N-diisopropyl- 
ethylamine in 40 ml of dichloromethane is added a 

15 solution of 12.2 g of 2-methylben2eneacetyl chloride in 
10 ml of dichloromethane. The mixture is stirred under 
argon at room temperature overnight. The mixture is 
diluted with 200 ml of dichloromethane and 50 ml of 
water and the organic layer separated. The organic 

20 layer is washed with 50 ml each of 1 M NaHCOs, brine and 
dried (Na2S04) . The solution is filtered through a thin 
pad of hydrous magnesium silicate and the filtrate con- 
centrated to dryness. The residue (9.0 g) is chroma- 
tographed on a silica gel column with hexane-ethyl 

25 acetate (3:1) as eluent to give 8.6 g of solid. This 
solid, mainly methyl 6- [ [bis (2-methylbenzeneacetyl) ] - 
amino] pyridine-3-carboxylate, is dissolved in 60 ml of 
tetrahydrofuran-methanol (1:1) and 23 ml of 5 N NaOH 
added to the solution. The mixture is stirred at room 

30 temperature overnight' and the mixture concentrated under 
vacuum. Water (25 ml) is added and the mixture is 
stirred and acidified with cold 1 N HCl. The mixture is 
chilled and the solid filtered and washed with water to 
give 5.9 g of off-white solid. 
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Rg^ffirpnre Example 162 
fi- r f 2-Methvl hPn2eneacfttvl) aininoTpvridine-3-carbQnvl 

Chloride 

A mixture of 4,5 g of 6- ( (2-methylben2ene- 
5 acetyl) amino] pyridine-3-carboxylic acid and 25 ml of 
thionyl chloride is refluxed for 1 hour and then con- 
centrated to dryness under vacuum. To the residue is 
added 20 ml of toluene and the solvent removed under 
vacuum. The addition and removal of toluene is repeated 
10 and the residual solid dried at room temperature under 
vacuum to give 5.3 g of dark brown solid. 

Reference Example 163 
6- f (2«Methvlben2ene aceiivl) aTi;\inQlpvridine-3-carbQXvlic 

acid 

15 To a chilled solution (O^'C) of 5.0 g of methyl 

6-aminopyridine-3-carboxylate and 12.6 ml of diiso- 
propylethylamine in 40 ml of dichloromethane under argon 
is added 12.2 g of 2-raethylben2eneacetyl chloride in 10 
ml of dichloromethane. The mixture is stirred at room 
20 temperature 16 hours and diluted with 200 ml of di- 
chloromethane and 50 ml of water. The organic layer is 
separated and washed with 50 ml each of 1 M NaHC03, 
brine and dried (Na2S04) . The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 
25 filtrate concentrated to dryness. The residue (9.0 g) 

is purified by chromatography on silica gel with hexane- 
ethyl acetate (3:1) as eluent to give 0.70 g of methyl 
6-[ [bis (2-methylben2eneacetyl) ] amino] pyridine-3-carboxy- 
late and 8.6 g of a mixture of methyl 6- [ (2-methyl- 
30 benzeneacetyl) amino] pyridine-3-carboxy late and the bis 
acylated product. The above mixture (8.6 g) of mono and 
bis acylated product is dissolved in 60 ml of tetra- 
hydrofuran-methanol (1:1) and 23 ml of 5 N NaOH is 
added. The solution is stirred at room temperature for 
35 16 hours, concentrated under vacuum, diluted with 25 ml 
of H20 and acidified with cold 1 N HCl. The precipi- 
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tated solid is filtered off and dried to give 5.9 g of 
white solid. 

R^fprpngf* Example 164 
fi- f f ^-Methyl h^nzep oarpt vl ) arni nnl pvr j di nft-3-carbonvl 

5 chloride 

A mixture of 4.5 g of 6- [ (2-methylbenzene- 
acetyl) amino] pyridine-3-carboxylic acid and 17 ml of 
thionyl chloride is heated on a steam bath for 1/2 hour. 
An additional 815 ml of thionyl chloride is added and 

10 the mixture refluxed for 0.5 hour. The volatiles are 
removed under vacuum and toluene (20 ml) added (twice) 
and the solvent removed under vacuum to give 5.3 g of a 
darlc colored solid. 

Pf>ft>r-Anr«» Exampl 165 

15 ?-RiphPnv1r'»''>^""v^ rhloride 

A mixture of 5.6 g of 2-biphenylcarboxylic 
acid and 29 ml of thionyl chloride is heated on a steam 
bath for 0.5 hour and the volatiles removed under 
vacuum. Toluene (40 ml) is added (twice) and the 

20 solvent removed under vacuum to give 6.8 g of a yellow 
oil. 

MPi-hyi fi-r fbi«;<?-hiph pnvirarhonvn 1 amino] Pvridine-3- 

rarhnxvlate 

25 TO a chilled (0^*0 solution of 2.64 g of 

methyl 6-aminopyridine-3-carboxylate and 5.5 ml of 
diisopropylethylamine in 30 ml of dichloromethane under 
argon is added 6.8 g of 2-biphenylcarbonyl chloride in 
10 ml of dichloromethane. The mixture is stirred at 

30 room temperature 2 days and then diluted with 120 ml of 
dichloromethane and 50 ml of water. The organic layer 
is separated, washed with 50 ml each of 1 M NaHCOs and 
brine and dried (Na2S04) . The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 

35 filtrate concentrated under vacuum to give a solid. 
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Crystallization from ethyl acetate gives 6-2 g of white 
crystals, m.p. 1B0-188*'C. 

Reference Example 167 
^-r /:>-BinhPnvl rarbonvl^aminQlpvridine-3-carbQXvlic acid 
5 To a chilled (0**C) mixture of 6-0 g of methyl 

6- [ [bis (2-biphenylcarbonyl) ] amino] pyridine-3-carboxylate 
in 40 ml of methanol and 30 ml of tetrahydrofuran is 
added slowly 18 ml of 2 N NaOH. The mixture is stirred 
at room temperature overnight and brought to pH 5 with 

10 glacial acetic acid. The mixture is concentrated, 

acidified to pH 2-3 with 1 N HCl and extracted with 250 
ml of ethyl acetate. The extract is washed with 50 ml 
of brine, dried (Na2S04) and the solvent removed under 
vacuum. The residual white solid is triturated with 15 

15 ml of ethyl acetate to give 3-35 g of white crystals, 
m.p. 215-217^C. 

Reference Example 16B 

fi- r f:?-Bipb pnvlgarbonvl ) aminolPvridine-3-carbQnvl 

Chloride 

20 A mixture of 1.9 g of 6- ( (2-biphenylcar- 

bonyl) amino]pyridine-3-carboxylic acid and 9 ml of 
thionyl chloride is refluxed for 1 hour and then con- 
centrated to dryness under vacuum. Toluene (15 ml) is 
added (twice) to the residue and the solvent removed 

25 under vacuum to give 2.1 g of a light brown oil. 

Rf:>ferenge Example 169 
fi-r frvrlQhexY lrarhonvl)aminQlpvridine-3-rarbOXVlic flCld 
To a chilled (0**C) solution of 5.0 g of methyl 
6-aminopyridine-3-carboxylate and 12.6 ml of diiso- 

30 propylethylamine in 50 ml of dichloromethane under argon 
is added a solution of 9.7 ml of cyclohexylcarbonyl 
chloride in 10 ml of dichloromethane. The mixture is 
stirred at room temperature overnight and diluted with 
200 ml of dichloromethane and 60 ml of water. The 

35 organic layer is separated, washed with 60 ml of brine 
and dried (Na2S04) . The solution is filtered through a 
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thin pad of hydrous magnesium silicate and the filtrate 
concentrated under vacuiim to give 12.8 g of a solid. 

The above solid (12.0 g) in a mixture of 150 
ml of tetrahydrofuran-methanol (1:1) is chilled (0**C) 
5 and 62 ml of 2 N sodium hydroxide added. The mixture is 
stirred at room temperature for 3 hours, neutralized 
with 10 ml of glacial acetic acid and concentrated under 
vacuum. The mixture (containing solid) is acidified to 
pH 1 with 1 N HCl and extracted with 250 ml of ethyl 
10 acetate and twice with 100 ml of ethyl acetate. The 
combined extract is washed with 100 ml of brine, dried 
(Na2S04) and concentrated to a white solid. Trituration 

with hexane gives 6.5 g of product as a white solid. 

R^fprpnrg Example 170 
15 !^>r /6^ChlQr^-:^■>Pvrid invl^carbonvn-5.10-dihvdro-4H- 

PYra7.nlo^5,l- r1 fl.41ben7.ndia2epine 
To a solution of 10 mmol of 5, 10-dihydro-4H- 
pyrazolo[5, l-£] [1, 4]benzodiazepine and 1.5 g of tri- 
ethylamine in 20 ml of dichloromethane is added a 
20 solution of 2.11 g of 6-chloropyridine-3-carbonyl 

chloride in 5 ml of dichloromethane. The mixture is 
stirred for 3 hours at room temperature diluted with 20 
ml of dichloromethane and washed with 30 ml of 1 N NaOH. 
The organic layer is washed twice with 20 ml of 1 N 
25 NaOH, dried (Na2S04) and the solvent removed. The 

residue is triturated with ether to give 3 g of solid. 

p^fprAnrP Example 171 
M^thvl 4-r l' -Riphenvl1-2-garbQnvl^aminQl-3- 
methQxvhpnzQate 
30 A mixture of 10.0 g of [1, 1 •-biphenyll-2- 

carboxylic acid in 75 ml of methylene chloride and 12.52 
g of oxalyl chloride is stirred at room temperature for 
15 hours. The volatiles are evaporated in vacuo to give 
11.06 g of an oil. A 2.16 g portion of the above oil in 
35 25 ml of methylene chloride is reacted with 1.81 g of 
methyl 4-amino-3-methoxybenzoate and 1.30 g of N,N- 
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diisopropylethylamine by stirring at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHCOs and the organic layer 
dried (Na2S04 ) • The organic layer is passed through 
5 hydrous magnesium silicate and hexane added to the 
filtrate at the boil to give 3.20 g of the desired 
product as a crystalline solid, m.p. 115-117®C. 

P«:>fprpnrfi Example 172 
MPt hvl 4- r n 1 , 1 ^ - Biphenvl 1 -2-rarbonvl ) amino 1 -2- 

10 chlprobenzoate 

A solution of 2.37 g of [1, 1 '-biphenyl) -2- 
carbonyl chloride in 10 ml of methylene chloride is 
added dropwise to an ice cold solution of 1.84 g of 
methyl 4-amino-2-chlorobenzoate and 1.49 g of N,N- 

15 diisopropylethylamine in 50 ml of methylene chloride. 

The reaction mixture is stirred at room temperature for 
IB hours and washed with water, saturated aqueous NaHC03 
and the organic layer dried (Na2S04) . The organic layer 
is passed through a pad of hydrous magnesium silicate 

20 and hexane added at the boil to give 1.1 g of the 

desired product as a crystalline solid, m.p. 132-134^'C. 
M+H=365 

Rpfffrftncfi E^^ample 173 

il-r - 1 '-Biphenvl1- 2-carbonvnaminoT-2-chlQrQben2oic 

25 Acid 

A mixture of 3.0 g of methyl 4-[(tl,l'- 
biph€nyl]-2-carbonyl) amino) -2-chloroben2oate in 75 ml of 
absolute ethanol and 2.0 ml of 10 N sodium hydroxide is 
heated on a steam bath for 3 hours. Water is added to 

30 obtain a solution which is extracted with methylene 
chloride. The aqueous phase is acidified with acetic 
acid and the resulting solid collected and dried in 
vacuo at 80*^0 to give 0.1 g of the desired product as a 
crystalline solid, m.p. 217-219**C 
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4- r Ml . 1 '-Biphenvn-2-c arbQnvl> -aminol -3-methQxvbenzQvl 

Chloride 

A solution of 2.69 g of 4- t ( [1, 1 ' -biphenyl] -2- 
5 carbonyl ] amino] -3-inethoxy benzoic acid in 5 ml of 

thionyl chloride is heated on a steam bath for 1 hour 
under Argon. The volatiles are removed in vacuo to give 
a residue which is stirred with hexane to give 2.58 g of 
crystalline solid, m.p. 121-123°C. M+=361. 
10 Reference Example 175 

Methvl 4-r ( ri. l'-Bi phenvl1-2-carbQnvl)aminQlben2oate 
A mixture of 10.0 g of [1, 1 ' -biphenyl]-2- 
carboxylic acid in 75 ml of methylene chloride and 12.52 
g of oxalyl chloride is stirred at room temperature for 
15 18 hours. The volatiles are evaporated in vacuo to give 
11.66 g of an oil. A 7.5 g portion of the above oil in 
25 ml of methylene chloride is added dropwise to a 
solution of 4.53 g of methyl 4-aminobenzoate and 4.3 g 
of N,N-diisopropylethylamine in 100 ml of methylene 
20 chloride at O^'C. The reaction mixture is stirred at 

room temperature for 18 hours and washed with water, and 
saturated aqueous NaHC03 and the organic layer 
dried {Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate and hexane added to the 
25 filtrate at the boil to give 8.38 g of the desired 
product as a crystalline solid, m.p. 163-165**C. 

Reference Example 176 
4- r ( ri, 1 ^-B iphenvll-?-carbonvl) amino 1 benzoic Acid 

A 3.15 g sample of methyl 4-[ ([1, I'-biphenyl]- 
30 2-carbonyl) amino] benzoate is refluxed for 8 hours in 100 
ml of ethyl alcohol and 2.5 ml of ION sodium hydroxide. 
The cooled reaction mixture is acidified with 
hydrochloric acid and the desired product collected and 
dried to give 2.9 g of the desired product as a solid 
35 m.p. 246-249°C. M+H=318. 
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fifffrfPff g'^^'npTft 177 
/|-f f n .1 '-BipbAnvn-P -r-arhnnvl^ ami nnl benzoyl Chloride 

A mixture of 1.39 g of 4-[ ((l,l'-biphenyl)-2- 
carbonyl) amino]benzoic acid in 2.0 ml of thionyl 
5 chloride is heated on a steam bath for 1 hour. Cold 
hexane is added and the crystalline solid collected and 
dried to give 1.34 g of the desired product, m.p. 118- 
120*C. 

P^frr^nr^ pvampiP 178 

A mixture of 5.0 g of 2- (phenylmethyl) benzoic 
acid in 5.0 ml of thionyl chloride is heated on a steam 
bath for 1 hour . The volatiles are evaporated in vacuO 
to give 5.74 g of the desired product as an oil. M+=227 
15 as methyl ester. 

ppfpyennA F.xample 179 
M«>i-hvi 4-f ^ ?-<PhpnvlInf»t^Y^^>^'='"''"^^^«'"^""^henzQate 

To 3.03 g of methyl 4-aminobenzoate and 3.12 g 
of N,N-diisopropylethylaraine in 75 ml of methylene 
20 chloride is added 5.54 g of 2- (phenylmethyl) benzoyl 

chloride and the reactants stirred at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04) . The organic layer is passed through 
25 hydrous magnesium silicate two times and hexane added to 
the filtrate at the boil to give 5.04 g of the desired 
product as a crystalline solid, m.p. 138-139''C. 

Pf>ff»rAnr*> Example 160 
i nm 4 - f f ?- ^ Phenyl m.»r h v n bpn 7 ov 11 amino 1 benzQSte 
30 A mixture of 4.90 g of methyl 4- [ [2- (phenyl- 

methyl) benzoyl] amino] benzoate in 100 ml of absolute 
ethanol and 3.50 ml of 10 N sodium hydroxide is heated 
on a steam bath for 3 hours. The aqueous phase is 
filtered and the resulting solid collected and dried to 
35 give 4.25 g of the desired product m.p. 340-346"'C. 
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Reference Example 181 
ii- f r (Phe nvlmei^hvl^ benzoyl 1 ami nol benzoic Acid 
A mixture of 4.0 g sodium 4- [ 12- (phenyl- 
methyDbenzoyllaminolbenzoate is suspended in water and 
5 the pH adjusted to 5 with acetic acid. The solid is 
collected by filtration and dried at SO^'C in vacuo to 
give 3.75 g of the desired product, 246-247^0. M"*'=332. 

Reference Example 182 
r2- {Phenvlmethyl^ benzoy l 1 aminol benzoyl Chloride 
10 A mixture of 2.0 g of 4- [ [2- (phenylmethyl) - 

benzoyl] amino] benzoic acid in 2.0 ml of thionyl chloride 
is heated on a steam bath for 1 hour. The volatiles are 
evaporated in vacuo to give 1.53 g of the desired 
product as an oil. M+«34 6 as methyl ester. 
15 Reference F«?<an\ple 183 

Methyl 4-r r r^-phenvlmethyl^ henzQvl1aminQl-2-chlQrO- 

benzoate 

A mixture of 5.0 g of 2- (phenylmethyl) benzoic 
acid in 5.0 ml of thionyl chloride is heated on a steam 
20 bath for 1 hour. The volatiles are evaporated in Yacuii 
to give 5.70 g of an oil. A 2.85 g portion of the above 
oil in 25 ml of methylene chloride is added to a 
solution of 50 ml of methylene chloride containing 1.85 
g of methyl 4-amino-2-chlorobenzoate and 1.65 g of N,N- 
25 diisopropylethylamine by stirring at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate two times and hexane added to 
30 the filtrate at the boil to give 2.96 g of the desired 
product as a crystalline solid, m.p. 133-135**C. M"*"=3B0. 

Reference Example 184 
l^p^l^yi 4-f f f2-Phenylmethyl )henzoyn amino! -3- 
methoxybenzoate 
35 A solution of 2.85 g of 2- (phenylmethyl) - 

benzoyl chloride in 25 ml of methylene chloride is added 
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dropwise to an ice cold solution of 1.84 g of methyl 4- 
amino-3-methoxybenzoate and 1.61 g of N,N-diisopropyl- 
ethylamine in 50 ml of methylene chloride. The reaction 
mixture is stirred at room temperature for 18 hours and 
5 washed with water, saturated aqueous NaHCOs and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through a pad of hydrous magnesium silicate and 
hexane added at the boil to give 2.2 g of the desired 
product as a crystalline solid, m.p. 129-131®C. M'*"=376. 
10 Rpffirence Example 185 

2-rhlQrQ-4-f r (2-Pheny lmetihvl)ben2Qvnamino1benzoic Acid 
A mixture of 2.8 g of methyl 2-chloro-4- [ [ (2- 
phenylmethyl) benzoyl laminobenzoate in 75 ml of absolute 
ethanol and 1.84 ml of 10 N sodium hydroxide is heated 
15 on a steam bath for 3 hours. Water is added to obtain a 
solution which is extracted with methylene chloride. 
The aqueous phase is acidified with acetic acid and the 
resulting solid collected and dried in vacuo at 80^C to 
give 2.6 g of the desired product as a crystalline 
20 solid, m.p. 184-187°C, M-^H=366. 

R^ff>r^nce Example 186 
3-MethQxv-4- f r fP-php nylmprhvl^benzovllaminolbenzoate 
A mixture of 2.05 g of methyl 4- [ [ (2-phenyl- 
methyl) benzoyl) amino] ~3-methoxybenzoate in 75 ml of 
25 absolute ethanol and 1.4 ml of 10 N sodium hydroxide is 
heated on a steam bath for 3 hours. Water is added to 
obtain a solution which is extracted with methylene 
chloride. The aqueous phase is acidified with acetic 
acid and the resulting solid collected and dried in 
30 vacuo at 80°C to give 1.87 g of the desired product as a 
crystalline solid, m.p. 176-178°C. M+H=362. 

y^^fprpnr^ Example 187 
^-MPthQxv-^- r r (2^p ^pnvlmfithyl ) benzoyl 1 aminol benzQvl 

Chloride 

35 A mixture of 1.71 g of 3-'methoxy-4- [ [ (2- 

phenylmethyl) benzoyl) amino] benzoic acid in 2.0 ml of 
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thionyl chloride is heated on a steam bath under Argon 
for 1 hour and hexane added. The resulting solid is 
collected and. dried to give 1,71 g of the desired 
product as a crystalline solid, m.p. ISO-ISS^'C. M+=376 
5 as the methyl ester. 

Rpfprf>nce F.vample 188 
r 4 ' f Tr if 3 nnromethv i > - f 1 . 1 ' -hi Dhenvl ] -2-carbQnvl 

Chloride 

A mixture of 5.0 g of 4 • - (trif luoromethyl) - 
10 [1, 1 •-biphenyl]-2-carboxylic acid in 5.0 ml of thionyl 
chloride is heated on a steam bath under Argon for 1 
hour and hexane added. The resulting solid is collected 
and dried to give 5.36 g of the desired product as a 
colorless oil. M+^280 as methyl ester. 
15 Rpfprpnre Example 189 

MPthvl 2-Chloro-4-f (r 4'-ff,rifluoromethvl> fl,l^- 
^Tphpnyn rarbonyljatninolhenzoate 
A solution of 3.13 g of [4 (trifluoromethyl) - 
[1, l'-biphenyl]-2-carbonyl chloride in 25 ml of 
20 methylene chloride is added dropwise to an ice cold 

solution of 1.84 g of methyl 4-aminobenzoate and 1.43 g 
of N,N-diisopropylethylamine in 50 ml of methylene 
chloride. The reaction mixture is stirred at room 
temperature for 18 hours and washed with water, 
25 saturated aqueous NaHCOs and the organic layer 

dried (Na2S04) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 
the boil to give 3.36 g of the desired product as a 
crystalline solid, m.p. 164-165*'C. M"*'=396. 
30 RpfPrence FyamplP 190 

•^-MPl-hnxv-4- f f r 4 ' - (t r -1 f Inorompt.hvl) f 1 , 1 ' -biphenvl 1-2- 
^ f7firbnnyn amino lhpnzovl Chloride 
A mixture of 2.0 g of 3-methoxy-4- ( ( [4 ' - 
(trif luoromethyl) [1,1' -biphenyl] -2-carbonyl) amino] - 
35 benzoic acid in 20 ml of thionyl chloride is heated on a 
steam bath under Argon for 1 hour and hexane added. The 
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resulting solid is collected and dried to give 1.92 g of 
the desired product as a crystalline solid, m.p, 136- 
138^C. 

Rfifprpnrft Example 1?! 

5 ?-Mfif_hQxv- 4- f f f 4 ' ->t,rif luoromfithvl) Tl . 1 ' -biphenvl 1 -2- 

rarbonvnaminolbenzoic: Acid 
A mixture of 3.78 g of methyl 3-methoxy-4- 
[ ( (4 ' -trif luoromethyl) 11,1' -biphenyl] -2-carbonyl) - 
amino Ibenzoate in 75 ml of absolute ethanol and 2.20 ml 
10 of 10 N sodium hydroxide is heated on a steam bath for 3 
hours.. Water is added to obtain a solution which is 
extracted with methylene chloride. The aqueous phase is 
acidified with acetic acid and the resulting solid 
collected and dried in vacuo at 80®C to give 3.49 g of 
15 the desired product as a crystalline solid, m.p. 213- 
215*^0. 

Reference Example 192 

MPthvl 3-M Pthoyv-4-r n4*-trifluQrQmethvl) fl,l'- 
hinhfinvn -?-rarbonyl1 aminolbenzoate 
20 A solution of 3.56 g of [4 (trif luoro- 

methyl) [1, 1 '-biphenyi]^2-Garbonyl chloride in 25 ml of 
methylene chloride is added dropwise to an ice cold 
solution of 1.81 g of methyl 4-amino-3-methoxybenzoate 
and 1.62 g of N, N-diisopropylethylamine in 50 ml of 
25 methylene chloride. The reaction mixture is stirred at 
room temperature for 18 hours and washed with water, 
saturated aqueous NaHCOs and the organic layer 
dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 
30 the boil to give 3.9 g of the desired product as a 
crystalline solid, m.p. 112-113**C. 

Reference Example 193 
?--rhlorQ-4- f ( r4'- (tr i fl nnrnmgfhvl ^ fl . 1 ' -hi Phenvl 1 -2- 
rarhnnvl l aminol benzoyl Chloride 
35 A mixture of i. 39 g of 2-chloro-4- [ ( [4 ' - 

(trif luoromethyl ) [ 1 , 1 » -biphenyl ] -2-carbonyl) aminol - 
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benzoic acid in 2.0 ml of thionyl chloride is heated on 
a steam bath for 1 hour. The reaction mixture is 
concentrated to a residue ia vacuo to a residue. Cold 
hexane is added to the residue and the solid collected 
5 and dried to give 1.39 g of the desired product. 

?-rhif>ro-f-f n4'-(t rifinnrQinpthvl) fl.1 ' -biphenvl 1 -2- 

rarhnnY naminolV^^nznic: acid 
A mixture of 3.83 g of methyl 2-chloro-4- 

10 ( ([4'-(trifluoromethyl) [ 1, 1 ' -biphenyl] -2-carbonyl) - 

amino] benzoate in 75 ml of absolute ethanol and 2.20 ml 
of 10 N sodium hydroxide is heated on a steam bath for 3 
hours. Water is added to obtain a solution which is 
extracted with methylene chloride. The aqueous phase is 

15 acidified with acetic acid and the resulting solid 

collected and dried in JiflfiUfl at SO^C to give 3.42 g of 
the desired product as a crystalline solid, m.p. 187- 
189"»C. 

Pf>fprpnrP Example 195 
20 M«.thv1 ?-rM nrr>-4-f n^'-fi-riflnnroniPthvl) fl.l'- 

hiphPnylT -p-rarhnnyl \ aminolhenzoate 

A solution of 3.56 g of (4 ' - (trif luoro- 
methyl) (1,1 '-biphenyl] -2-carbonyl chloride in 10 ml of 
methylene chloride is added dropwise to an ice cold 

25 solution of 1.86 g of methyl 2-chloro-4-aminobenzoate 
and 1.6 g of N, N-diisopropylethylamine in 50 ml of 
methylene chloride. The reaction mixture is stirred at 
room temperature for 18 hours and washed with water, 
saturated aqueous NaHC03 and the organic layer 

30 dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate (3X) and hexane added 
to the filtrate at the boil to give 4.0 g of the desired 
product as a crystalline solid, m.p. 130-132*0. 
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PAfprpnrP Example 196 
/I ^ r n 4 ' - (Tr i f Itinromethvl ^ f 1 . 1 * - 
hi phenyl 1 carhnnvl ) amino 1 benzoic Acid 
A mixture of 3.0 g of methyl 4- [ ( [4 (tri- 
5 fluororaethyl) [1, l'-biphenyl]-2-carbonyl)aminolbenzoate 
in 75 ml of absolute ethanol and 2.0 ml of 10 N sodium 
hydroxide is heated on a steam bath for 3 hours. Water 
is added to obtain a solution which is extracted with 
methylene chloride. The aqueous phase is acidified with 
10 acetic acid and the resulting solid collected and dried 
in vacuo at 80°C to give 2.93 g of the desired product 
as a crystalline solid, m.p. 243-245°C- M+=385. 

Pi:>fprenrP Example 197 
Mei-hyl f^-n^- f 2-metihvlP vridinvl^ carbonvll aminolpvridine- 
15 3-carboxylate 

To a stirred solution of 3 g of methyl 6- 
aminopyridine-3-carboxylate and 4 ml of N,N-diisopro- 
pylethyl amine in 100 ml of methylene chloride is added 
dropwise a solution of 6.4 g of 2-methylpyridine-3- 
20 carbonyl chloride in 25 ml of methylene chloride. The 
reaction mixture is stirred at room temperature for 2 
hours and quenched with water. The organic layer is 
washed with water, dried (MgS04) , filtered and evaporated 
in vacuo to a residue which is stirred with ether and 
25 the resulting solid collected and air dried to give 6.8 
g of the desired product. M"*'=390. 

Reference Example 198 
^- r r ^- (2-mer hvipvridinvl ) carbonvl 1 aminol Pvridine-3' 

rarhoyylic Acid 

30 To a solution of 6.5 g of methyl 6-[[3-(2- 

methylpyridinyl) carbonyl] amino] pyridine-3-carboxylate in 
100 ml of 1:1 tetrahydrofuranrmethyl alcohol is added 20 
ml of 5N NaOH. The reaction mixture is stirred over- 
night and evaporated in vacuo to a residue. The residue 

35 is dissolved in water and neutralized with acetic acid. 
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The separated solid is filtered and air-dried to give 
3.0 g of the desired product. M+=257. 

Fffl^rfnr^ FvamplP 199 

Moi^hyi fi- r n 1 . 1 ' -hiphfinvi 1 -?-carbonv1 ) amino 1 -PYr i d i ne-3- 
5 c;arbQ«Ylate 

To a solution of 1.5 g of methyl 6-amino- 
pyridine-3-carboxylate in 100 ml of methylene chloride 
is added 3 ml of N,N-diisopropylethylamine at room 
temperature. To the stirred reaction mixture is slowly 

10 added a solution of 2.5 g of [ 1, 1 • -biphenyl] -2-carbonyl 
chloride. The reaction mixture is stirred at room 
temperature for 4 hours and then quenched with water. 
The organic layer is washed well with water and dried 
over anhydrous MgS04, filtered and evaporated in vacUQ 

15 to a solid residue. The residue is stirred with ether, 
filtered and dried to give 3.0 g of the desired 
product :M+=332. 

fififf^rpnce Example 200 

fi- r K 1 , 1 ' -B ipbAnvi 1 -2-rarbonvl ) ami nol Pvridine-3- 
20 rnr\)Qi^yliQ Acid 

To a stirred solution of 2.5 g of methyl 6- 
[([1,1' -biphenyl] -2-carbonyl) amino] -pyridine-3-car- 
boxylate in 50 ml of 1:1 tetrahydrofuran: methanol is 
added 10 ml of 5N sodium hydroxide and the mixture 
25 stirred at room temperature for 16 hours. The reaction 
mixture is concentrated in vacuo to a residue which is 
dissolved in water and neutralized with acetic acid. 
The separated colorless solid is filtered and air dried 
to give 2.0 g of the desired product :M'*'=31 8 . 
30 R^f^r^nc^ F.vample 201 

MPthyl 7- (P-Pyri fjiriynhf^n^oate 
A mixture of 12 g of methyl 2- (iodomethyl) - 
benzoate, 20 g of n-butyl stannane and 2 g of tetrakis- 
(triphenylphosphine) palladium (0) are refluxed in 
35 degassed toluene for 48 hours. The reaction mixture is 
concentrated in vacuo to a residue which is purified by 
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column chromatography on silica gel by elution with 1:1 
ethyl acetate rhexane to give 5.5 g of the desired 
product as an oil. M*=213. 

p^fpy^nnp Rvamole 202 
5 2-f2-Pvrj riinyl^ben7Qic Acid 

A mixture of 3.0 g of methyl 2- (2-pyridinyl) - 
benzoate and 600 mg of sodium hydroxide in 50 ml of 9:1 
methanol: water is refluxed for 4 hours. The reaction 
mixture is concentrated in yacuQ and the residue 
10 dissolved in 50 ml of cold water. The solution is 

neutralized with glacial acetic acid and the resulting 
product filtered, washed with water, and dried to give 
2.5 g of the desired product :M+1 =200. 

15 Example 1 

N-rs-rSH-PyrrolQf2. l-rl fl . 4 1 benzodiazepin-l 0 (IIH)- 
y1 rarbonyl ) d\ ny 1 1 -5-f luorQ-?-methvlbenzamide 

A mixture of thionyl chloride (100 ml) and 6- 
[ (5-fluoro-2-methylbenzoyl) amino ]pyridine-3-carboxy lie 

20 acid (2.7 g, 10 mmol) is heated to reflux for 5 hours. 
At the end, excess thionyl chloride is removed and the 
acid chloride is dissolved in CH2CI2 (100 ml) . At room 
temperature, the methylene chloride solution of the 6- 
[ (5-fluoro-2-methylbenzoyl)aminolpyridine-3-carbonyl 

25 chloride is added slowly. The reaction mixture is 

stirred at room temperature for 2 hours and quenched 
with ice cold water. The reaction mixture is washed 
with 0.1 N NaOH and subsequently washed with water. The 
CH2CI2 layer is separated; dried (MgS04), filtered and 

30 concentrated. The product is purified by silica gel 
column chromatography by eluting first with 10% ethyl 
acetate-hexane (1 L) and then with 30% ethyl acetate- 
hexane. The product is crystallized from ethyl acetate- 
hexane. Yield 1.0 g, 46 ; mass spectrum (FAB), M+1 441; 

35 M+Na: 462. 
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As described for Example 1, the following 
compounds are prepared (Table C) . 
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Table C 




Sx.No 




R2 


A3 


R4 


»5 






2 


CH3 


H 


H 


H 


H 


H 


423 


3 


CH3 


H 


H 


H 


F 


H 




4 


CH3 


F 


H 


H 


H 


H 


441 


5 


H 


0CH3 


0CH3 


0CH3 


H 


H 


499 


6 


CI 


H 


H 


H 


H 


H 


443 


7 


F 


H 


F 


H 


H 


H 


445 


8 


Br 


H 


H 


H 


H 


H 


489 


9 


CI 


H 


F 


H 


H 


H 


4 61 


10 


Ph 


H 


H 


H 


H 


H 




11 


CI 


H 


H 


Br 


H 


H 




12 


CH3 


K 


H 


H 


H 


Br 


502 


13 


CH3 


H 


H 


F 


H 


CI 




14 


CI 


H 


H 


CI 


H 


H 




15 


CH3 


. CH3 


H 


H 


H 


H 




16 


CI 


H 


H 


F 


H 


H 




17 


CI 


H 


K 


CF3 


H 


H 




18 


CI 


H 


H 


H 


P 


H 




19 


CI 


H 


H 


H 


CI 


H 
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5 



Iex:Mo! 




R3 


K4 J Its J 


X . 1 


M4>1 1 








20 


CI 


. H 


H 


F 


H 


H 




21 




H 


H 


H 


H 


H 




22 


s 


H 


H 


H 


H 


H 




23 


CH3 


H 


H 


H 


CH3 


H 




24 


CI 


H 


H 


F 


H 


CI 




25 


CI 


H 


F 


H 


H 


CI 




26 


CI 


CI 


H 


H 


H 


H 




27 


CI 


H 


H 


CI 


H 


H 




28 


-0CH3 


H 


H 


H 


H 


H 




29 


OCF3 


H 


H 


H 


H 


H 




30 


-CF3 


H 


H 


H 


H 


H 




31 


CI 


CI 


H 


CI 


H 


H 




32 


-SCH3 


H 


H 


H 


H 


H 




33 


CI 


H 


N02 


H 


H 


H 




34 


CH3 


H 


H 


CH3 


H 


H 




35 


F 


H 


H 


CI 


H 


H 




36 


CI 


H 


H 


iNn2 


H 


H 




37 


F 


CF3 


H 


H 


H 


H 




38 


-OCH3 


H 


H 


CI 


H 


H 




39 


CI 


H 


H 


-SCH3 


H 


H 




40 


p 


H 


H 


H 


CF3 


H 




41 


F 


H 


CF3 


H 


H 


H 




42 


CF3 


H 


F 


H 


H 


H 




43 


N02 


H 


H 


H 


H 


H 




_44_ 


F 


H 


H 


H 


H 


H 




45 


Ci 


K 


NH2 


H 


H 


H 
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M-rs-fSH>Pvrrm nr2,l-cl f 1 - 4 Ihpn^odi azepin-lO (IIH) - 
yirarbonvl^ -2-ovrid invi 1 -:>-nipr hvl ben zeneacet amide 

A mixture of 2.0 mmol of 10, ll-dihydro-lO- (6- 
5 ainino-3-pyridinylcarbonyl) -51i-pyrrolo[2, l-£] [1, 4]ben20- 
diazepine, 2.1 nunbl of 2-methylben2eneacetyl chloride 
and 5 mmol of triethylamine in 10 ml of dichloromethane 
is stirred under argon at room temperature for 16 hours. 
The solvent is removed under vacuum and the residue 
10 partitioned between 50 ml of ethyl acetate and 25 ml of 
water. The organic layer is separated, washed with H20r 
1 N NaHC03, brine and dried (Na2S04) • The solvent is 
removed and the residue chromatographed on silica gel 
with ethyl acetate-hexane as solvent to give the product 

15 as a solid. 

As described for Example 46, the following 

compounds are prepared (Table D) . 



Table D 
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10 



No. 


Rl 1 


R2 


R3 


.R4 




•X 


47 


CH3 1 


H 


H 


CH3 


H 


H 


48 


CH3 1 


H 


H 


H 


H 


Br 


49 


CH3 


H 


H 


H 


H 


CI 


50 


CI 


H 


H 


H 


H 


H 


51 


CI 


' H 


H 


H 


H 


Br 


52 


CI 


H 


H 


H 


H 


CI 


53 


CI 1 


H 


CI 


H 


H 


H 


54 


CI 


H 


CI 


H 


H 


Br 


55 


CI 


H 


CI 


H 


H 


CI 


56 


-0CH3 1 


H 


H 


H 


H 


H 


57 


-0CH3 1 


H 


H 


H 


H 


Br 


58 


-0CH3 1 


H 


H 


H 


H 


CI 


59 


-0CH3 


H 


H 


-OCH3 


H 


H 


60 


-0CH3 1 


H 


H 


-OCH3 


H 


Br 


61 


-0CH3 


H 


H 


-OCH3 


H 


CI 


62 


H 


-0CH3 


-OCH3 


H 


H 


H 


63 


H 


-0CH3 


-OCH3 


H 


H 


Br 


64 


H 


-OCH3 


-OCH3 


H 


H 


CI 


65 


H 


CI 


H 


H 


H 


H 


66 


H 


CI 


H 


H 


H 


Br 


67 


H 


CI 


H 


H 


H 


CI 


68 


H 


H 


CI 


H 


H 


H 


69 


H 


H 


CI 


H 


H 


Br 


70 


H 


H 


CI 


H 


H 


CI 


71 


F 


H 


H 


H 


H 


H 


72 


F 


H 


H 


H 


H 


Br 


73 


F 


H 


H 


H 


H 


CI 


74 


H 


F 


H . 


H 


H 


H 


75 


H 


F 


H 


H 


H 


Br 


76 


H 


F 


H 


H 


H 


CI 


77 


H 


H 


p 


H 


H 


H 


78 


H 


1 H 




H 


H 


Br 
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BX :NO. 




R2 


R3 


R4 




X 






79 


H 


H 


F 


H 


H 


CI 


80 


H 


CH3 


H 


H 


H 


H 


81 


H 


CH3 


H 


H 


H 


Br 


82 


H 


CH3 


H 


H 


H 


CI 



IQ.ll-PihvdrQ-lQ- r Ffi-F f T 2-methvlphenvl) aminol- 
rarbonvl 1 aminol -3-Dvr i rii ny 1 1 rarbonvl 1 -5H-PvrrQlQ [ 2 . 1-cl - 

n .41bPn2odia2epine 
10 A mixture of 2.0 mmol of 10, 11-dihydro-lO- (6- 

amino~3-pyridinylcarbonyl) -5il-pyrrolo [2, l-Q,] [1, 4]benzo- 
diazepine and 4.0 mmol of (2-methylphenyl) isocyanate in 
12 ml of tetrahydrofuran is refluxed for 16 hours. The 
solvent is removed and the residue chromatographed on 
15 silica gel with ethyl acetate-hexane as solvent to give 
the product as a solid. 

As described for Example 83, the following 
compounds are prepared (Table E) . 
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NO 




R2 


R3 


R4 


R5 


X 




84 


H 


CH3 


H 


H 


H 


H 


5 


85 


H 


CH3 


H 


H 


H 


Br 




86 


H 


CH3 


H 


H 


H 


CI 




87 


H 


H 


CH3 


H 


H 


H 




88 


H 


H 


CH3 


H 


H 


Br 




89 


H 


H 


CH3 


H 


H 


CI 


10 


90 


CI 


H 


H 


H 


H 


H 




91 


CI 


H 


H 


H 


H 


Br 




92 


CI 


H 


H 


H 


H 


CI 




93 


H 


CI 


H 


H 


H 


H 




94 


H 


CI 


H 


H 


H 


Br 


15 


95 


H 


CI 


H 


H 


H 


CI 




96 


H 


H 


CI 


H 


H 


H 




97 


H 


H 


CI 


H 


H 


Br 
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Ex'-Nd'.- 


Rl 


R2 




K4 


RS 


X 


98 


H 


H 


Cl 


H 


H 


Cl 


99 


CI 


Cl 


H 


H 


H 


H 


100 


CI 


Cl 


H 


H 


H 


Br 


101 


CI 


Cl 


H 


H 


H 


Cl 


102 


CI 


H 


Cl 


H 


H 


H 


103 


CI 


H 


Cl 


H 


H 


Br 


104 


Cl 


H 


Cl 


H 


H 


Cl 


105 


CI 


H 


H 


H 


Cl 


H 


106 


Cl 


H 


H 


H 


Cl 


Br 


107 


Cl 


H 


H 


H 


Cl 


Cl 


108 


H 


Cl 


Cl 


H 


H 


H 


109 


H 


Cl 


Cl 


H 


H 


Br 


110 


H 


Cl 


Cl 


H 


H 


Cl 


111 


F 


H 


F 


H 


H 


H 


112 


F 


H 


F 


H 


H 


Br 


113 


F 


H 


F 


H 


H 


Cl 


114 


F 


H 


H 


F 


H 


H 


115 


F 


H 


H 


F 


H 


Br 


116 


F 


H 


H 


F 


H 


Cl 


117 


F 


H 


H 


H 


F 


H 


118 


F 


H 


H 


H 


F 


Br 


119 


F 


H 


H 


H 




Cl 



R^ample 12Q 



25 N>^f5-f r3-r miTPPrhv laTnino)mer.hvll-r5H-PvrrQlof2. l-cl- 

r 1 - ill hP>n?^nHi a 7i:>pi n-1 0 n 1 HH -vl 1 rarbonvl 1 -2-Pvridinvl 1 -S- 
f 1 nnrn-2-mQthy Ibg^nzamide 
A mixture of 0.44 g of (5- (5ii-pyrrolo- 
[2, 1-c] [1. 4]ben2ociiazepin-10 (llil) -ylcarbonyl) -2- 

30 pyridinyl] -5-f luoro-2-methylben2amicie, 5 ml of a 40% 

aqueous solution of dimethylamine and 5 ml of an aqueous 
solution of formaldehyde in 50 ml of tetrahydrofuran- 
methanol (1:1) is refluxed for 16 hours in the presence 
of a drop of glacial acetic acid. The mixture is 

35 concentrated under vacuum and the residue extracted with 
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Chloroform. The extract is washed with water, dried 
(MgS04) and the solvent removed. The residue is 
purified by column chromatography on silica gel with 5% 
methanol in chloroform as eluent to give 0.45 g of 
solid: mass spectrum (CI) 499 (M+1) . 

The following Examples are prepared as 
5 described for Example 120 with formaldehyde and the 
appropriate amine. 

F.xamnIP 121 

M- rs- r n- r (nimPthviam inn^mPthvi 1 - rSH-Pvrrnlo r2. l-c1- 
f 1 , ^IhAn^ndi azepin-l 0 (llH ^ 1 -yl 1 rarhonvl 1 -2-PVr i <1invl 1 -5- 
10 rhToro-2-niPrhvlhen2amide 

F.vamplP 122 

N- r s- r r ^- r fD j mPthylaminn^methvn - rSH-PVrrol 0 f 2 . 1-C1 - 

p ^ ^ihpnTorii a7PPi n-1 n (iiHn-vi 1 carbQnv11-?-PYririanvn -3- 

•FT imrn-^-mPthyl hprt^amide 
15- F.van»plP 123 

^.r'=i-r f^-f m i TnP^hv^a^linn^mP1^hvn-r.'^H-PVrrQlQf2.l-c1- 
r 1 ■ 4 IHpnrnriiarPPi n-1 0 (1 1 -v1 1 rarhonvll -2-PVri filnvll -2' 
rhl nro-4-f lu nrnhPnzamide 
E^amplp 124 

20 N- f s- r f r mi mpt hv i ami nni mpf hvll - f 5H-Pvrrn1 n [ 2 . 1 -c1 - 

n ./nv,pn7nriia7PPin-10( 1 1Hn-vn^arhnnvl1-?-Pvridi^vl1-2- 
Ch 1 pro-5- f luorobenzamide 
F.xample 125 

N- rs- f f r mimprhv l amH nn^mpi-hyll - rSH-PvrrolO [2. 1-Cl- 

25 n ,a iv^pnyo d iaTPPi n-1 omHn-vn rarhonvll -?-Pvririinvl 1-2- 

ghlorob pnzamide 

M-rs-f f^-f fD i mP1^hv^aln^pn^mP1-hv^^-f5H-pvrrolnr2■:-cl- 
[ 1 , 4 ] hpnTftrti ag p pi n-in n iHn -vi 1 carbonvl 1 -2-pvri dinvl 1 -2- 
30 flnoro-5-rh1 nrnhPnzamide 

Example 127 

^- re;- f f-^- f mimpr.hvla rninnlmpfhvl 1 - f 5H-PVrrnl 0 [2. 1-Cl- 
fl . /nhpnynrtia ^ ppin-IOdlHn-vnrarhnnvl ^-2-PVridinvl1- 
7^ 4-rlirhlorr)hPn7-amide 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS96/01076 



-116- 

N- f S> r f 3- (l-P vrrol idinvlmethvl^ -5H-Pvrroln f 2 . 1 ->rl ■ 
n . 41ben2QdiaTPpin-lQ niH>-vncarbQnvll-2-Pvridinvl 1-9- 
rhl nrr)-4-f luorobenzamide 

5 Example 12? 

KF- r S- f n- r f PimPt hvlamino^ methvl 1 - f 5H-Pvrrolo F 2 . 1 -r 1 - 
. n . 4 VhpnzQdi azep i n-1 0 ( IIHH -vl 1 carbonvl 1 -2-Pvri dinvl 1 -2- 

rhlorQbPnzeneacetiamide 

E.xample 13Q 

10 r2- (Dime thvlamino) Rt.hvl 1 -N- fS- (5H-PvrrolQ f 2 , l-c1 - 

ri . 4 1 benzodi a7.PPin-l Q (IIH) -vlcarbonvl^ -2-Pvridinvn -S- 
f 1 unro-2-Tnethvlbenzamide 
To a solution of 0.75 g of 10-[[6-[2- 
(dimethylamino)ethylamino] -3-pyridinyl] carbonyl] -10, 11- 
15 dihydro-51i-pyrrolo [2, l-£] [1, 4] benzodiazepine and 5 ml of 

diisopropylethylamine in 75 ml of dichlororoethane is 
added (slowly) 0*35 g of 5-f luoro-2-methylbenzoyl 
chloride in 10 ml of dichloromethane. The mixture is 
stirred at room temperature for 16 hours and the 
20 solution washed well with water. The organic layer is 
dried (MgS04) and the solvent removed under vacuum. The 

residue is purified by column chromatography on silica 
gel with 30% methanol in chloroform as eluent to give 
0.80 g of yellow solid; mass spectrum (CI), 511 (M+1) . 
25 E.sample 131 

N- f 3- (Dimet_hvlamino )propvll-N- f5- (5H-Pvrrolo [2. l-c1- 
ri. 41benzQdiazepin' 10 (IIH) -vlcarbonvl ) -2-Pvr idinvll -5- 
flnoro-2-methvlbenzamide 
A solution of 6.35 g of 5-f luoro-2-methyl- 
30 benzoyl chloride in 10 ml of dichloromethane is added to 
a solution of 2 mmol of 10- [ [6- [3- (dimethylamino) - 
propylamino]-3-pyridinyl] carbony 13-10, ll-dihydro-5ii- 
pyrrolo [2, l-£] [Ir 4] benzodiazepine and 5 ml of diiso- 
propylethylamine in 75 ml of dichloromethane • The 
35 solution is stirred 16 hours at room temperature, washed 
with water, dried {MgS04) and the solvent removed. The 
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residue is purified by column chromatography over silica 
gel with 30% methanol in chloroform as eluent to give 
0.75 g of solid; mass spectrum (CI) 525 (M+1) . 

F.vanmle 132 

5 ^- r 7- mi mPt ^ yT '^^^ nn^ m«>thvl 1 -N-f>- (5H-Pvrrn1 0 f 2 . 1-cl - 

n , ill V^AriTo r Hi a^^ni n-1 Q /n -v1 rarhnnvl ) -2-PVridinvl1 "5- 
f 1 nnro- -^-Tiipi-hvibf»nzamide 
As described for Example 130, a solution of 2 
mmol of lO-[ [6-[2-(dimethylamino)methylamino]-3-pyri- 
10 clinyllcarbonyl]-lO,ll-dihydro-5fl-pyrrolo[2,l-£l [1,4]- 
benzodiazepine, 8 ml of diisopropylethylamine, and 2.2 
nimol of 5-fluoro-2-methylben2oyl chloride in 100 ml of 
dichloromethane is stirred at room temperature for 16 
hours. The solvent is removed and the product purified 
15 by chromatography on silica gel to give a solid. 

1 ^- r f r ^- r mim o i-hyT ^mi no) moi-hvn - f SH-PvrrnlQ r 2 . 1 -el - 
n , 4iHi»n7nriiazp p^n-in fllH^^v^^ca^bQnvn-?-PYridinYn- 
l . ^ ■ 1*7 ^ ^ '"^^ hQxvhpn z amide 
20 A mixture of 1.0 g of li- [5- (5Ii-pyrrolo[2, 1- 

Q] [i,4]ben2odiazepin-10(llH)-ylcarbonyl)-2-pyridinyll- 
3,4,5-trimethoxybenzamide, 10 ml of 40% aqueous di- 
methylamine, 10 ml of 35% aqueous formaldehyde in 50 ml 
of tetrahydrofuran-methanol (1:1) plus 1 drop of acetic 
25 acid is refluxed for 16 hours. The mixture is concen- 
trated and the residue extracted with chloroform. The 
extract is washed with water, dried (MgS04), concen- 
trated and the residue purified by column chromatography 
(silica gel) with 5% methanol in chloroform as eluent. 
30 The fractions containing product are combined to give 
0.80 g of solid; mass spectrum (CI) 556 (M+1) . 

f.vampIP 134 

|j-rs-(PvrjHr.r^.?-eir Yr-roinn.2-rilpvra7.in-5(6H)- 

■ y] narhnnvl \ -?-nvri di nyl 1 - S-f lnorO-?-methV ) bftHZam i dg 

35 To a chilled (0°C) solution of 0.343 g of 5,6- 

dihydropyridol3,2-e)pyrrolo[l,2-a]pyra2ine and 1.1 ml of 
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triethylamine in 5 ml of dichloromethane is added 1.17 g 
of 6- (5-fluoro-2-methylbenzoyl) aminopyridine-3-carbonyl 
chloride. The mixture is stirred at room temperature 
for 16 hours. To the mixture is added 50 ml of di- 
5 chloromethane and 20 ml of water. The organic layer is 
separated and washed with 20 ml each of 1 M NaHC03 and 
brine. The organic layer is dried {Na2S04) and passed 
through a thin pad of hydrous magnesium silicate and the 
pad washed with dichloromethane. The filtrate is con- 

10 centrated and the residue chromatographed on silica gel 
prep-plates with ethyl acetate-hexane (1:1) as eluent. 
The product is crystallized from ethyl acetate to give 
0.38 g of white crystals, m.p. 226-234*'C. 

As described for Example 134 the following 

15 compounds are prepared (Table F) . 

Table F 




Ex No. 


Rl 


R2 




R4 
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CH3 
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CH3 
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CH3 
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CI 
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CH3 


H 
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10 



Ex No. 


Rl 


R2 


R3 


R4 }R5 I 


X ' 


139 


H 
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Br 
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CI 
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CI 
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CI 
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E^ample 171 

M> r ^- /PvrrolQ r 1 ■ 2-a 1 cniinoxalin-S (AH) -vlcarbonvl ) -2- 
pyri rii nyl 1 luQrQ-2-methvlben2amide 
To a chilled (0°C) solution of 0.341 g of 4,5- 
5 dihydropyrrolo[l,2-A]quino>:aline and 1.11 ml of tri- 

ethylamine in 5 ml of dichloromethane is added 1.17 g of 
6- [ (5-f luoro-2-methylbenzoyl) amino] pyridine- 3-carbonyl 
chloride- The mixture is stirred under argon at room 
temperature for 16 hours. The mixture is diluted with 

10 50 ml of dichloromethane and 20 ml of water and the 

organic layer is separated. The organic layer is washed 
with 20 ml each of 1 M NaHC03 and brine and dried 
(Na2S04). The solution is filtered through a thin pad 
of hydrous magnesium silicate and the pad washed with 

15 dichloromethane. The filtrate is concentrated and the 
residue purified on silica gel prep-plates with ethyl 
acetate-hexane (1:1) as solvent to give a solid. The 
solid is crystallized from ethyl acetate to give 0.38 g 
of crystals, m.p. 190-196**C. 

20 As described for Example 171 the following 

compounds are prepared (Table G) . 

Table g 
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E3t 'No. ' 


Pn 1 
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EX N6. 


Rl 


R2 


' R3 


R4 


1^5 


X 


204 


F 


H 


H 


F 


H 


CI 


205 
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206 
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H 
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Br 


207 
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H 


H 


H 


F 


CI 



Example 2P8 

N- f 5- ( 4H-Pv razolQ f 5 . l~cl T 1 , 4 1 henzodiazepin-S {lOH^ - 
ylrarbonvlW2-pvridinvn-5-fluQro-2-methvlben2amide 

To a chilled (0**C) solution of 0.37 g of 5,10- 
10 dihydro-4ii-pyra20lo [5, 1-i] [1, 4] benzodiazepine and 836 

microliters of triethylamine in 5 ml of dichloromethane 
is added 0.761 g of 6- [ (5-fluoro-2-methylben2oyl) - 
amino] pyridine-3-carbonyl chloride. The mixture is 
stirred at room temperature under argon for 5 hours. An 

15 additional 420 microliters of triethylamine and 0.38 g 
of 6-[ (5-fluoro-2-methylbenzoyl) amino] pyridine-3- 
carbonyl chloride is added and the mixture stirred 16 
hours. The mixture is diluted with 60 ml of di- 
chloromethane and washed with 25 ml each of H2O, 1 M 

20 NaHC03, brine and dried (Na2S04) . The solution is 

filtered (twice) through a thin pad of hydrous magnesium 
silicate and the pad washed with dichloromethane. The 
filtrate is concentrated to give a yellow glass (0.68 g) 
which is crystallized from ethyl acetate to give 0.38 g 

25 of white crystals, m.p. 250-260^C; mass spectrum (FABL) 
442.4 (M+H) . 
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Ex 'No. 




R2 


R3< 


it4* 


f^5*' " 


X ' , 
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20 Fi^flmplft 245 

N- f 5- f4H-Pyra7,nlof5. n . 4 1 bfinzodi azepin-5 (IQH)- 

ylrarbnnvl^ -7-pvririinyll - n . ^ ' -biohf^ny 11 -2-carbQxamide 
To a chilled (0°C) solution of 0.185 g of 
5,10-dihydro-4ii-pyrazolo[5,l-c] [1, 4] benzodiazepine and 
25 417 ^il of triethylamine in 3.5 ml of dichloromethane is 
added 0.35 g of 6- (2-biphenylcarbonyl) aminopyridine-3- 
carbonyl chloride in 1.5 ml of dichloromethane. The 
mixture is stirred at room temperature under argon for 
16 hours,, diluted with 40 ml of dichloromethane and 20 
30 ml of water. The organic layer is separated, washed 

with 20 ml of brine and dried (Na2S04) . The solution is 

filtered through a thin pad of hydrous magnesium 
silicate. The filtrate is concentrated to dryness under 
vacuum to give 0.4 g of solid. The solid is purified on 
35 silica gel prep-plates with ethyl acetate-hexane (3:1) 
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as eluent to give 170 mg of a brown glass, m.p. 110- 
ISO^C. 

As described for Example 245, the following 
derivatives are prepared (Table H) . 




sx: No-. 
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253 
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CI 
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H 




255 


CI 
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IN 


256 
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CI 




251 
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-<3-N(CH,), 


258 


H 


CI 


-<3-N(CH,), 


259 
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H 




260 


H 


H 


-Q-NHDH, 



Example 261 

10 iQ-f re- r (2-Methvlp rnpvi) aminol -3-pvridinvl1 carbonvll - 
10, ll-dihv(irn-SH-pvrrQlQr2. 1 -n f 1 . 4 1 benzodiazepine 
A mixture of 0.16 g of 10- [ (6-chloro-3- 
pyr idiny 1 ) carbony 1 ] -10 , 1 l-dihydro-Sfi-pyrrolo [ 2 , 1-^] - 
[1, 4]ben2odiazepine, 40 mg of pyridine and 2 ml of 2- 

15 methylpropylamine is stirred and heated at 100**C in a 
sealed vessel for 1 hour. To the mixture is added 0.2 
ml of N,N-dimethylpropyleneurea and the mixture is 
heated at llO'^'C for 7 hours. The volatiles are removed 
under vacuum and 10 ml of 0.5 N NaOH is added to the 

20 residue. The mixture is filtered and the solid washed 
with water and then hexane. The solid is dissolved in 
ethyl acetate and the solution washed with 0.5 N NaOH, 
brine and dried (Na2S04) , The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 

25 filtrate concentrated to dryness. The residue is tri- 
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turated with diisopropylether-hexane to give 0.18 g of 
white solid; mass spectrum (CI) 361 (M+H) . 

AS described for Example 261, the following 
derivatives are prepared (Table 1) . 

Table I 



1 1 


✓ / 

N 

1 




d 






■'fi: ' : F.X. No- 


li \ 
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-\J 


265 
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-CH2CH2C(CH3)2- 
CH2CH3 
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-CH2(CH2) 4CH3 
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-CH2CH2CH (CH3) 2 
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-CH2CH2C(CH3) 3 
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N 




272 
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-CH2(CH2)4CH3 



«mass spectrum (CI) 389 (M+1) 
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**mass spectrum (CI) 401 (M+1) 

Example 273 

TO-r f6-f (Phe nylmg^i^hvl^aminQl-B-Pvridinvncarbonvll- 
lQ. ll-dihvrirn-SH-Pv rrQlor2, l-gT fl. 41 benzodiazepine 
5 A mixture of 0.16 g of 10- [ (6-chloro-3- 

pyr idinyl ) carbony 1 ] - 1 0 , 1 1-dihydro- SE-pyrrolo ( 2 , 1 [ 1 , 4 ) 
benzodiazepine, 0.5 ml of benzylamine and 0.2 ml of 
N,N'-dimethylpropyleneurea is stirred and heated at 
llO^C for 7 hours. After cooling to room temperature, 
^0 the mixture is washed with hexane (3 times 10 ml) . The 
residue is dissolved in water and made alkaline with 1 N 
NaOH. The suspension is washed with H2O and extracted 

with ethyl acetate. The organic extract is washed with 
brine, dried (Na2S04) and filtered through a thin pad of 
15 hydrous magnesium silicate. The filtrate is evaporated 
and the residue triturated with diethyl ether-hexane to 
give 0.20 g of white solid; mass spectrum (CI) 395 
(M+H) . 

As described for Example 273, the following 
20 derivatives are prepared (Table J) . 
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' '^.-^-'Rgl Wo. 
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CH. 
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N 


■CH,-0 
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N 




286 


N 


-CKjCH^-O 


287 


N 





Example 288 
T0.11-DihY dro-lQ~ f f 6- (cvclohexvlthio) -3- 
pyridinvl1carbQnvll-5H-PvrrQlQ-r2. 1- 
f!l r 1 . 4 1 benzodiazepine 

10 To a suspension of 35 mg of sodium hydride 

(60% in oil) in 3 ml of tetrahydrofuran is added under 
argon 0.10 g of cyclohexylmercaptan. A white preci- 
pitate forms and after 0.5 hour at room temperature, 1 
ml of H^K'-dimethylpropyleneurea is added. To the 

15 mixture is added 0.13 g of 10- [ (6-chloro-3-pyridinyl) - 
carbonyl] -10, ll-dihydro-51i-pyrrolo[2, 1-^] [1, 4]benzo- 
diazepine in 2 ml of tetrahydrofuran. The mixture is 
stirred at room temperature for 18 hours, quenched with 
water and ammonium chloride and concentrated under 

20 vacuum. The aqueous suspension is filtered and the 
solid washed with water and hexane. The solid is 
purified by chromatography on silica gel prep-plates 
with ethyl acetate-hexane (1:4) as eluent to give 0.13 g 
of white solid; mass spectrum (CI) : 404 (M+H) . 

25 As described for Example 288, the following 

derivatives are prepared (Table K) . 
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Tahle K 
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300 


c 











Examplfi 301 

10.11 -Dihvdro-l 0- f r 6- r { 2-methvlphenvl) amino 1 -3- 
pyridinvl } carbonyl ] -SH-pyrrolo f 2 . l-c1 f 1 , 4 1 benzodi az^pi nf^ 
5 A mixture of 0.5 g of 10- [ (6-chloro-3-pyri- 

dinyl) carbonyl] -10, ll-dihydro-SH-pyrrolo [2, 1-^] [1^ 4]- 
benzodiazepine and 0,36 g of ii-toluidine in 60 ml of 
H/li-dimethylformamide is refluxed for 16 hours. The 
mixture is poured into 200 ml of ice-water and extracted 

10 with three 100 ml portions of chloroform. The extract 
is washed with water, dried (Na2S04) and the solvent 
removed. The residue is purified by chromatography on 
silica gel prep-plates with hexane-ethyl acetate (5:1) 
as solvent to give 0.56 g of yellow solid: mass spectrum 

15 (CI) 395.2 (M+H) . 

As described for Example 301, the following 
derivatives are prepared (Table L) . 
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Example 318 

N-f4-(5H-PvrrQlor2.1- cl Fl ■ 4 1 bengndiazepin-10 f IIH^ ■ 
y Irarbonvl ) -2-meth Qxyphenvl 1 T 1 , 1 ' -biphenvl 1 -2- 

carbQxamide 

5 To a solution of 0.70 g of 10, ll-dihydro-Sii- 

pyrrolo [2, l-£] [1,4] benzodiazepine and 0.56 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 1.35 g of 4- [ ( [1, 1 '-biphenyl] -2-carbonyl) amino] -3- 
methoxybenzoyl chloride followed by stirring at room 

10 temperature for 18 hours. The reaction mixture is 

washed with water and saturated aqueous NaHCOs and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through hydrous magnesium silicate and the 
filtrate concentrated in vacuo to give a residue which 

15 is dissolved in methylene chloride and passed through a 
pad of hydrous magnesium silicate two additional times 
to give upon concentration in vacuo to give 1.5 g of 

amorphous solid. M+«512. 

Example 319 

20 N-r4- (5H-PvrrQloF2. F 1 . 4 1 benzodiazepin-lQ (IIH)- 

ylrarbonvlW^-rhlorophf^nyll fl. l ' -biphenvl 1 -2-garbQxamide 

To a solution of 0.52 g of 10, ll-dihydro-5il- 
pyrrolo(2, l-jc] (1, 4]benzodiazepine and 0.39 g of N,N- 
diisopropylethylamine in 25 ml of methylene chloride is 

25 added 1.1 g of 4- [ ( [1, 1 ' -biphenyl] -2-carbonyl) amino] -2- 
chlorobenzoyl chloride followed by stirring at room 
temperature for IB hours. The reaction mixture is 
washed with water and saturated aqueous NaHCOs and the 
organic layer dried (Na2S04) . The organic layer is 

30 passed through hydrous magnesium silicate and the 

filtrate concentrated in vacuo to give a residue which 
is dissolved in methylene chloride and passed through 
hydrous magnesium silicate two additional times to give 
upon concentration in vacuo 1.10 g of the desired 

35 product as a residue. M*+-=516, 518, 520 . 
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f.vampIP 320 

^-^A- /^H-Pyrr ^l n f 9 . 1 -r1 f 1 ^1 W«>nTnH1 a7.ftpin-10 (llHl - 

y] ^ar->^nnvi ^p b onvi 1 Ti . 1 ' -hi phenvll -?-carbQ«am i de 

To a solution of 0.65 g of 10, ll-dihydro-5Ii- 

5 pyrrolo[2,l-i:] [1/4] benzodiazepine and 0.52 g of N,N- 
diisopropylethylamine in 25 ml of methylene chloride is 
added 1.34 g of 4- ( ( [1, 1 '-biphenyl] -2-carbonyl) amino] - 
benzoyl chloride followed by stirring at room tempera- 
ture for 18 hours. The reaction mixture is washed with 

10 water and saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate and the filtrate concentrated 
in vacuo to give a residue which is dissolved in 
methylene chloride and passed through hydrous magnesium 

15 silicate two additional tiroes to give upon concentration 
in vacuo to give 1 . 02 g of the desired product as a 
residue. M+=482. 

RvampIP 321 

yj-fzi-f'.H-PvrrmnrP.l- r i n -41ben7ndia7ftPine-lQ (IIH)- 
20 yi r-arhnnvi ) plif nyi 1 /p'^*'"^"' ""^^ ^ v"* ^ benzamide 

To a solution of 0.75 g of 10, ll-dihydro-5fl- 
pyrrolol2, l-£i] (1, 4)benzodiazepine and 0.57 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 1.53 g of 4-1 [2- (phenylmethyl) benzoyl] amino] - 
25 benzoyl chloride followed by stirring at room tempera- 
ture for 18 hours. The reaction mixture is washed with 
water and saturated aqueous NaHCOs and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate and the filtrate concentrated 
30 in vacuo to give a residue which is dissolved in 

methylene chloride and passed through hydrous magnesium 
silicate two additional times to give upon concentration 
in vacuo to give 1 . 97 g of the desired product as an 
amorphous solid.. 
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Example 322 

tJ- f 4> ( j^H-Pvr rnlQ f 2 . T 1 . 4 1 benzodiazepin-lO dim - 

y1rarhnnvl^>?-rhlQrophenvn-2-(phenvlmethvl^ben2a!nide 
To a solution of 0.92 g of 10, ll-dihydro-Sli- 
5 pyrrolo[2, l-i2:] [1, 4] benzodiazepine and 0.72 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 2.4 g of 2-chloro-4- [ t (2-phenylmethyl) benzoyl] - 
amino] benzoyl chloride followed by stirring at room 
temperature for 18 hours. The reaction mixture is 
10 washed with water and saturated aqueous NaHC03 and the 
organic layer dried (Na2S04) . The organic layer is 
passed through hydrous magnesium silicate and the 
filtrate concentrated in vacuo to give a residue which 
is dissolved in methylene chloride and passed through 
15 hydrous magnesium silicate two additional times to give 
upon concentration ia vacuo 2.87 g of the desired 
product as an amorphous compound. 

Example 323 

N« r4- (5H-PvrrolQ r2. l-cl fl . 4 1 benzodiazeoin-lO (IIH^ - 
20 ylcarbony 1 ^ -2-'methoxvphen vl 1 -2- (oheny Imethyl) benzamide 
To a solution of 0-75 g of 10, ll-dihydro-SH- 
pyrrolo [2, 1-^) [1, 4]benzodia2epine and 0.58 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 1.69 g of 3-methoxy-4-( [ (2-phenylmethyl) benzoyl ]- 
25 aminojbenzoyl chloride followed by stirring at room 
temperature for 18 hours. The reaction mixture is 
washed with water and saturated aqueous NaHCOs and the 
organic layer dried (Na2S04) . The organic layer is 
passed through hydrous magnesium silicate to give upon 
30 concentration In vacuo 1,92 g of the desired product as 
an amorphous solid. 
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Fixample 324 

K^-tJl- /i^H-Pvrr o l nr?. 1-r1 fl . 4 1 bPn7.Qdifl7PPi p-l Q (IIH) - 
Y1 ^ f^ rb»"Y^'»^*^' ' V^^ f4'-<1^■r^f^11nrnmPt■hvn f 1 . 1 ' -hlPhftHVll - 

5 A solution of 1.14 g of (4 ' - (trifluoromethyl) - 

[1, l'-biphenyl]-2-carbonyl chloride in 10 ml of 
methylene chloride is added dropwise to an ice cold 
solution of 1.0 g of 10, 11-dihydro-lO- <4-aminobenzoyl) - 
5H-pyrrolo(2,l-c] (l,4]benzodiazepine and 0.52 g of N,N- 
10 diisopropylethylamine in 25 ml of methylene chloride. 
The reaction mixture is stirred at room temperature for 
18 hours and washed with water, saturated aqueous NaHC03 
and the organic layer dried (Na2S04) • The organic layer 
is passed through a pad of hydrous magnesium silicate 

15 two times to give 1.70 g of the desired product as an 
ampho r ou s compound . 

Fixninplft 325 

M-r^-f^H-Pvrr Alor?.1-c1 n . 41bPnzQfii azepi n-lQ fllH) - 
Yl ^f^^hnnyl > -^^ - mAl-hnxynhPnyl 1 f 4 ' - (t ri f 1 UOromPthVl )(].!'- 
20 hSphPnvn -?-rarboxamide 

A solution of 1.87 g of (4 •- (trifluoromethyl) - 
[1, l'-biphenyll-2-carbonyl chloride in 10 ml of 
methylene chloride is added dropwise to an ice cold 
solution of 0.74 g of 10, 11-dihydro-lO- (4-aminobenzoyl) -. 

25 5ii-pyrrolo[2,l-£l [1,4] benzodiazepine and 0.56 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride. 
The reaction mixture is stirred at room temperature for 
18 hours and washed with water, saturated aqueous NaHC03 
and the organic layer dried (Na2S04) • The organic layer 

30 is passed through a pad of hydrous magnesium silicate 

two times to give the desired product as a residue which 
is crystallized from ethyl acetate to give 2.33 g of the 
desired product, 211-212''C. 
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Rxample 326 

N>f4-rSH-Pvr rnlor2.1>c1 n . 4 1 benzodiazepin-1 0 ( IIHW 
ylrarhnnvl)-2 -rhlQrophfinvn f 4 ' - (trif luoromethvl) fl,l'- 
hi phPn vl 1 -2 -carboxamide 
5 A solution of 1.35 g of 2-chloro-4- [ ( [4 '- 

(trif luoromethyl) [1,1' -biphenyl] -2-carbonyl) amino] - 
benzoyl chloride in 10 ml of methylene chloride is added 
dropwise to an ice cold solution of 0.63 g of 10,11- 
dihydro-5il-pyrrolo [2, 1-^:] [1, 4] benzodiazepine and 0.48 g 

10 of N,N-diisopropylethylamine in 50 ml of methylene 
chloride. The reaction mixture is stirred at room 
temperature for 18 hours and washed with water, 
saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through a 

15 pad of hydrous magnesium silicate two times to give 1.63 
g of the desired product as a non-crystalline solid.. 

Example 327 

N- f 4- f 5H-Pv rrnl n [2. 1-r 1 f 1 . 41 benzodiazepin-lQ (IIH) - 
vlrarbonvl \ phenyl 1 -2-methvlPvridine>3-carboxamide 

20 To a stirred solution of 1.0 g of 10,11- 

dihydro-10- (4-aminobenzoyl) -Sfi-pyrrolo [2, 1-^] [1, 4] benzo- 
diazepine and 3 ml of N, N-diisopropylethylamine in 100 
ml of methylene chloride is slowly added 600 mg of 2- 
methylpyridine-3-carbonyl chloride dissolved in 15 ml of 

25 methylene chloride. The reaction mixture is stirred at 
room temperature for 2 hours. The reaction mixture is 
quenched with water and the organic layer washed well 
with water. The organic layer is dried (MgS04)., filtered 
and evaporated in vacuo to a residue which is purified 

30 by column chromatography on silica gel by elution with 
1:1 ethyl acetate rhexane to give 800 mg of the desired 
product as a pale yellow residue. M'*'=422. 
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F.xample 328 

K-r4-(5H-Pvrrnlof2,l -r1 n . 4 Tbenzodlazepin-IQ (IIH) "Vl- 
^prhnnvn - ^-rhloroph^nyl 1 -2-mg^f hvl >Pvridine-3- 

rarhoxamide 

5 A mixture of 1,1 g of 10, 11-dihydro-lO- (4- 

amino-2-chlorobenzoy 1 ) -Sfl-pyrrolo [ 2 , 1-^] [1,4] benzodiaze- 
pine and 3 ml of N,N-diisopropylethylamine in 100 ml of 
methylene chloride is stirred while a solution of 600 mg 
of 2-methylpyridine-3-carbonyl chloride in 15 ml of 

10 methylene chloride is added slowly. The reaction 

mixture is stirred at room temperature for 2 hours. The 
reaction mixture is quenched with water and the organic 
layer washed with water, dried(MgS04) , filtered and 
evaporated in vacuo to a residue. The product is 

15 purified by column chromatography on silica gel by 
elution with 1:1 ethyl acetate rhexane to give the 
desired product as a pale yellow residue. M+=456. 

Rvp^mnlP 329 

K^r^-(5H-PvrrnlQf2. l- r1 fl , 4 1 benzodiazepin-l Q (IIH)- 

20 ylrarbonvl 1-2~pvri d invl1-2-mfithvlPvridine-3-carbQXam i de 
A mixture of 2.5 g of 6- [ [ 3- (2-methyl- 
pyridinyl) carbonyl] amino]pyridine-3-carboxylic acid and 
25 ml of thionyl chloride is refluxed for 3 hours and 
the mixture evaporated to dryness in vflCUP to give a 

25 solid. A solution of the solid in 50 ml of methylene 
chloride is added to 2 g of 10, ll-dihydro-Sfl-pyrrolo- 
IZ, l-^i] [1, 4]benzodiazepine dissolved in 50 ml of 
dichloromethane containing 3 ml of N^N-diisopropyl- 
ethylamine at room temperature. The reaction mixture is 

30 stirred at room temperature for 2 hours and quenched 
with water; washed with water; dried (MgS04) , filtered 
and evaporated in vacuo to a residue- The residue is 
purified by column chromatography on silica gel by 
elution with 1:1 ethyl acetate ihexane to give 2.0 g of 

35 the desired product as a solid. M"^=423. 
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Example 33Q 

r r'^H-Pvrr ni n f 2 , l>c1 FT , 4 1 benzodiazepin-lQ (IIH) - 
y 1 narbnn vl 1 >2-pyridinvl 1 -2-methvlpvridine-3-carboxamide 

Hydrorhloride 

5 To a solution of 1.0 g of N- [5- (SH-pyrrrolo- 

(l,41benzodia2epin-10(llH)-ylcarbonyl)-2- 
pyridinyl]-2-methylpyridine-3-carboxamide in 50 ml of 
methanol is added hydrogen chloride gas. The mixture is 
stirred at room temperature for 30 minutes and the 
10 solvent removed under vacuum. The residue is triturated 
with ether to give 1.0 g of the desired product as a 
solid: mass spectrum (CCD ; 459 (M*) . 

Fi«f^n^Plf? 331 

N-r4- (5H-PvrrnlQr2. l- n n . 4 1 hfinzodiazepin-lO ( 1 1H> - 
15 y 1 carbonv.l \ nhf^nvl 1 fN^methvl pjperazinvl 1 -Pvridine-3- 

PI^T-KnvamidP Hydrochloride 
The method of Example 330 is used to prepare 
the desired product as a solid: ^^=543- 

Exan^ple 332 

20 N- [4- (5H-PyrrnlQ r2 . 1 -r1 F 1 . 4 1 bfinzodiazeoin-l 0 (IIH) - 

vlrarbonynphenvl l -2- f dimethvlamino) -Pvridine-3- 
r-^r)^nvamidf^ Hydrochloride 
The method of Example 330 is used to prepare 
the desired product as a solid: M'*'=487. 
25 Fvampl^ 333 

N- f4- (5H-Pyrrnlnr2. fl . 4 1 bPnzodiazfiPin-l 0 (IIH)- 

yi rarhonvi ) nhonyl 1 - 2-rhi orQPvr idine-3-carbQxamide 
To a stirred solution of 6.06 g of 10,11- 
dihydro-10- (4-aminoben2oyl) -5a-pyrrolo [2, 1-^] [1, 4]benzo- 

30 diazepine and 10 ml of N,N-diisopropylethylamine is 

added a solution of 4.0 g of 2-chloropyridine-3-carbonyl 
chloride in 25 ml of methylene chloride. The reaction 
mixture is stirred at room temperature for 1 hour. The 
reaction mixture is quenched with water and the organic 

35 layer washed well v;ith water. The organic layer is 

dried, filtered and evaporated ia vacuo a pale yellow 
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product which is crystallized from 1:1 ethyl 
acetate thexane to give 7.0 g of the desired product; 

Example 334 

5 M-r4>r^ti-P Y rrninr2.i-rl ri,41ben7.odiazepin-lQ(nH)- 
y 1 ^arhnny 1 ) Ph e nyl ^ (mpf hviamino) pvr idine-3-carbQxamide 

A mixture of 1 g of N- [4- (Sfl-pyrrolo [2, 1-£l] - 
[1, 4]ben2odiazepin-10 (IIH) -ylcarbonyl) phenyl] -2-chloro- 
pyridine-3-carbo>:amide, 1 g of K2CO3 and 10 ml of a 40% 

10 solution of monomethylamine is heated in 25 ml of 

dimethylsulf oxide for 8 hours at lOO^C. The reaction 
mixture is poured over water and the pale yellow solid 
separated. The reaction mixture is filtered and the 
collected solid washed well with water. After drying 

15 the solid is purified by column chromatography on silica 
gel by elution with 9:1 ethyl acetate: methanol to give 
850 mg of the desired product as a pale yellow 
solid:M+=437. 

Example 335 

20 N~r4- rSH-pYrrn1nf2. i-r1 T 1 . 4 1 henzodiazepj P-IQ (IIH)- 

yirarhonvi) phpnvi 1 -2- f M-dimet hvlaminopropvl ) aminol - 
pyridine- 3-rarboxamide 
Using the conditions of Example 334 and N-(4-(5Ii- 
pyrrolo[2, 1-^] [1, 4]benzodiazepin-10 (IIH) -ylcarbonyl) - 
25 phenyl ]-2-chloropyridine-3-carboxamide and 3- (dimethyl- 
amino) propylamine gives 900 mg of the desired 
product :M+=508- 

FfXf^TTIPle 336 

}^^\A•('^^'Pyr^n\n\2.l -n^ n .4lbPn7.odia2epin-lQ (IIH)- 
30 y 1 rarhnnv3 ^ phenyl 1 n -piper i riinvl) -PVridine-3- 

ra rhnxamide 

Using the conditions of Example 334 and 1 g of 
N- [4- (5ii-pyrrolo[2, 1-^:] [1, 4]benzodiazepin-10 (IIH) - 
ylcarbonyl) phenyl l-2-chloropyridine-3-carboxamide and 5 
35 ml of piperidine Jives 700 mg of the desired 
product :M'^=4 91 . 
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Example 337 

N-f4-^5H-Dvr rnlnr2.1-giri-41ben7.odia2epin-10(lim- 
yl rarbonvJ ) phenyl 1 -7- M-methvl -1 -pjperazinvl) -pyridine- 

-^-narbQxamide 

5 Using the conditions of Example 334 and 1 g of 

N- [4- (SH-pyrrolo [2, 1-i] [1, 4]ben2odiazepin-10 (IIH) - 
ylcarbonyl) phenyl ]-2-chloropyridine-3-carboxamide and 5 
ml of N-methylpiperazine gives 1 g of the desired 
product :M"^=500. 
10 Example 336 

N--f 4- f5H-Pv rrnlof2. l-c1 fl . 4 1 bpnzodiazepin- 1 Q (1 IH) - 
ylcarbonvl ) phenyl 1 -2- (dimethvlamino) -Pvridine-3- 

Using the conditions of Example 334 and 1 g of 
15 N- 1 4- ( Sli-pyrrolo [2, 1-^] (1,4] benzodiazepin-lO ( 1 IH) - 

ylcarbonyl) -phenyl] -2-chloropyridine-3-carboxamide and 
10 ml of 40% N,N-dimethylamine gives 700 mg of the 
desired product :M'*"=4 51. 

Example 339 

20 N-f4- (5H-PYrrQlor2. l -c1 f 1 . 4 1 benzodiazepin-lO (IIH) -vlc 
. arbonyl ) phenyl 1 -2 - (morphol ino) -pyridine-3-carboxamide 

Using the conditions of Example 334 and 1 g of 
N- [4- (5H-pyrrolo[2, 1-c] (1, 4]benzodiazepin-10 (IIH)- 
ylcarbonyl) -phenyl] -2-chloropyridine-3-carboxamide and 5 
25 ml of morpholine gives 800 mg of the desired 
product :M'*"=493. 

E«QrPP3.e 340 

N-r5-(5H-PyrrolQr2, l -cT f 1 . 4 1 -benzodiazeoin-l 0 (IIH)- 
y 1 rarbonvl ^ -P -pyridinyll F 1 . 1 ^ -biphenyl 1 -2-carbQxamide 
30 A mixture of 2.0 g of 6- [([ 1, 1 • -biphenyl] -2- 

carbonyl) amino] pyridine-3-carboxylic acid and 20 ml of 
thionyl chloride is refluxed for 3 hours. The excess 
thionyl chloride i* removed in vacuo to a residue which 
is dissolved in 50 '^i of methylene chloride. This 
35 solution is adder. :dded dropwise to a stirred solution 
of 2.0 g 01 10, li-dihydro-5ii-pyrrolol2, 1-5IJ [1, 4Jbenzo- 
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diazepine in 50 ml of methylene chloride and 5 ml of 
N,N-diisopropylethyl amine. The reaction mixture is 
stirred at room temperature for 2 hours and quenched 
with water. The organic layer is washed well with water 
5 and dried over anhydrous MgSO^. The organic layer is 
concentrated in vacuo to a residue which is purified by 
column chromatography on silica gel by elution with 40% 
ethyl acetate rhexane to give 1.2 g of a colorless 
solid:M"^=484. 

f 4- ( SH-Pv T-rnI n f 2 . 1-r 1 fl . 4 1 benzodiazepj n-1 D f IIH) - 

y] par-hnnYi ^ phfinvi 1 -2- (2*pvri di nvl ) bftnzamide 
A mixture of 1-94 g of N- [4- (Sfl-pyrrolo- 
12,1-^:1 ll,4]benzodiazepin-10(llH)-ylcarbonyl)phenyl]-2- 
15 bromobenzamide, 2.95 g of 2-pyridyl tri-n-butyl tin and 
400 mg of tetrakis (triphenylphosphine) palladium (0) is 
. ref luxed for 24 hours in degassed toluene for 24 hours. 
The reaction mixture is concentrated in vacuQ to a 
residue which is purified by column chromatography on 
20 silica gel by elution with 70% ethyl acetate zhexane to 
give 900 mg of the desired product as a pale yellow 
solid:M+l=485. 

f.yamplP 342 

f s> f SH-Pv rrni f 2 , 1-r 1 fl , 4 1 benzod j azepin"! Q ( 1 IH) - 
25 y 1 rarhnnvi ) -2-pvrid i nyl T -2- (2>pvridinvl ) benzamide 

A mixture of 484 mg of N- [5- (5ii-pyrrolo- 
[ 2 , 1 1 , 4 ] benzodiazepin- 1 0 ( 1 IH) -y Icarbony 1 ) -2- 
pyridinyl]-2-bromobenzamide, 814 mg of 4-(NrN-di- 
methyl)anilino-tri-n-butyl stannane and 100 mg of tetra- 
30 kis (triphenylphosphine) palladium (0) is refluxed in 

degassed toluene for 24 hours. The reaction mixture is 
concentrated in vacuo to a residue which is purified by 
column chromatography on silica gel by elution with 
ethyl acetate to give 200 mg of the desired product: 
35 M+l=528. 
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Example 343 

1 n , n -ni hvdro- 1 n> M->butvlQxv) benzoyl ) -5H-Pvrrolo [2.1- 

p1 flMlbenzodiazflPine 
To a solution of 92 mg of 10, ll•dihyclro-5H- 
5 pyrrolo [2, l-£] [1,4] benzodiazepine in 2 ml of methylene 
chloride is added 100 mg of triethylamine followed by 
130 mg of 4- (n-butyloxy) benzoyl chloride. The reaction 
mixture is stirred at room temperature for 24 hours and 
then treated with 4 ml of IN sodium hydroxide. The 

10 mixture is extracted with 10 ml of ethyl acetate and the 
extract washed with IN sodium hydroxide and 5 ml of 
brine. The organic layer is dried over anhydrous sodium 
sulfate and filtered through hydrous magnesium silicate. 
The filtrate is concentrate in vacuo to a residue which 

15 is stirred with ether-hexanes to give 160 mg of the 
desired product as a white solidrmass 
spectrum (CI) , 361 (MH"*") . 

Example 344 

5. lQ-Dihvdro-?-hvdrQx ymethvl-5- M-butvloxv) benzoyl^ - 
20 4H-pvrazo l o f 5 , l-c1 f 1 . 4 1 benzodiazepine 

As described for Example 343 4- (n-butyl- 
oxy)benzoyl chloride is reacted with 5, 10-dihydro-4H- 
pyrazolol5, 1-c] [1, 4]benzodiazepine to give the. desired 
product as a solid;mass spectrum (CI) , 392 (MH'*') . 
25 Example 345 

IQ, ll--Dihvriro-10 - (4- r5-penl:ylQxv^ benzoyl) -5H- 
pyrrnl o r2 . Fl , 4 1 benzodiazepine 
As described for Example 343 4- (n-pentyl- 
oxy)benzoyl chloride is reacted with 10, ll-dihydro-5Ii- 
30 pyrrolo[2, 1-c] [l,4]benzodiazepine to the desired product 
as a solidrmass spectrum (CI) , 375 (MH"^) . 
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F.vamnTe 346 

M-r4-/«^H-Pvrrr ^^r^f?■^-r^ fl ^ 1 Hpn^nrii a 7.spin-l 0 1 1 1H> - 
Yl<->arhnnvnr>h«»nvn-?- fi>-rhTnropr^PnvlOXV>PVridine-3- 

rarhnxamide 

5 The conditions of Example 325 are used with 2- 

(4-chlorophenyloxy)pyridine-3-carbonyl chloride to give 
the desired product as a crystalline solid, m.p. 211- 
212'C (M+Na) = 557.3. 

F.vample 347 

10 N- r 4- (SH-Pyrrnl n f 2 . fl . 4 1 hpn7ndi flzepln-l Q dim - 

rh^oT-nphPnvloxviprnpionamide 

The conditions of Example 325 are used with 2- 

(4-chlorophenoxy)-2-methylpropionyl chloride to give the 

15 desired product as a solid. M+499. 

F.vampTe 348 

1 n- r r fi- n ■ 1 -riim p f hyi »thvT \ ami nnl -3-Pvri di nvl ) Cflrt?Qnvn - 
1 n. n -riihvdi-n-SH-pvr i >oi n f 7 ■ 1 -n n . 4 1 benzodiazepine 
Using the conditions of Example 273 and t- 
20 butylamine gives the desired product as a beige solid. 
MS (CI) : 361 (M+H) . 

F.xainple 349 

1 n- f r g- a-M^i-hvle-r,h y1 ^ ami no^ -3-pvridi nvl^ carbonvl 1 - 
10. ll-ditiY'^T-n-SH- p Yrrnlof2 , 1 -r) \^ . 4 1 hftnzodiazepine 
25 Using the conditions of Example 273 and 

isopropylamine gives the desired product as a white 
solid. MS (CI): 347 (M+H) . 

1 n- r f n -Tn d 'inyi no) -3-pvridinv1 ) carbpnvl 1 -10 . 11- 
30 t^ydrn-'^H -pYrrni o f 2 ■ 1 -cU 1 . 4 ibpnr.od i azep j ne 

Using the conditions of Example 273 and 1- 
aminoindan gives the desired product as a beige solid. 
MS (CI) : 421 (M+H) . 
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1 0- f f fi> r ? . 4-DimPthoxvphenvlaminQ^ -l-pyridinvll carbonvl 1 - 
1 0,11 ^rii hvdr n-SH-pvrrolQ F 2 . 1-cl F 1 ■ 4 1 benzodiazepine 

Using the conditions of Example 273 with 2,4- 
5 dimethoxybenzylamine gives the desired product as a 
light yellow solid. MS (CI): 455 (M+H). 

Example 352 

in- r f ^- (2-BroTTiophpnvla minQ)-3-pvridinvllcarbonvl1-lQ. 11- 
Hi hyriro-SH-pyrrolQ F 2 . 1-cl f 1 . 4 1 benzodiazepine 
'lO Using the conditions of Example 273 and 2- 

bromobenzylamine gives the desired product as an off- 
white solid. MS (CI): 474 (M+H) . 

Example 353 

N-f.S-(5H-P vrrolQF2.1-c1 F 1 . 4 1 benzodiazepin-lQ (IIH) - 
15 ylcarbonv n-2-pvridinvn-2-mer.hvlfurane-3-carbQxamide 
Using the conditions of Example 1 with 
Reference Example 39 to give Reference Example 86 and 
stirring overnight gives the desired product as white 
crystals after column chromatography on silica gel by 
20 elution with 1:1 ethyl acetate :hexane and crystalliza- 
tion from ethyl acetate, m.p. 210-212''C. 

Example 354 

N-fS- (5H-Pvrrolof2. l-c1 II , 4 1 benzodiazepin-l Q (IIH)- 
y 1 rarbonvl) -2-Pvridin Yl 1 -2-aminQbenzamide 

25 A room temperature solution of 1.0 g of N-[5- 

(Sii-pyrrolo [ 2 , l-^l [1,4] benzodiazepin-1 0 ( 1 IH) - 
ylcarbonyl) -2-pyridinyl]-2-nitrobenzamide in 100 ml of 
ethyl alcohol is hydrogenated over 200 mg of 10% Pd/C in 
a Parr apparatus under 40 psi of hydrogen for 2 hours. 

30 The reaction mixture is filtered through diatomaceous 

earth and the cake washed with additional ethyl alcohol. 
The combined filtrates are concentrated in vacuo and the 
residue purified by crystallization from 2:1 ethyl 
acetate :hexane to give the desired product as pale 

35 yellow crystals: M+Na 445:M-^423. 
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Rat liver plasma membranes expressing the 
vasopressin Vi receptor subtypes are isolated by sucrose 
density gradient according to the method described by 
5 LesJco et al, (1973) . These membranes are quickly sus- 
pended in 50.0 mM Tris.HCl buffer, pH 7.4, containing 
0.2% bovine serum albumin (BSA) and 0.1 mM phenylraethyl- 
sulfonylfluoride (PMSF) and kept frozen at -70°C until 
used in subsequent binding experiments. For binding 
10 experiments, the following is added to the wells of a 

ninety-six well format microtiter plate: 100 ^1 of 100.0 
mM Tris.HCl buffer containing 10.0 mM MgCl2» 0.2% heat 
inactivated BSA and a mixture of protease inhibitors: 
leupeptin, 1.0 mg %; aprotinin, 1.0 mg %; 1,10-phen- 
15 anthroline, 2.0 mg %; trypsin inhibitor, 10.0 rag % and 
0.1 mM PMSF, 20.0 \Ll of (phenylalanyl-3, 4, 5, vaso- 
pressin (S.A. 45.1 Ci/mmole) at 0.8 nM, and the reaction 
initiated by the addition of 80 nl of tissue membranes 
containing 20 Jig of tissue protein. The plates are kept 
20 undisturbed on the bench top at room temperature for 120 
min. to reach equilibrium. Non-specific samples are 
assayed in the presence of 0.1 ^iM of the unlabeled 
antagonist phenylalanylvasopressin, added in 20.0 ill 
volume. For test compounds, these are solubilized in 
25 50% dimethylsulf oxide (DMSO) and added in 20.0 \ll volume 
to a final incubation volume of 200 (ll. Upon completion 
of binding, the content of each well is filtered off, 
using a Brandel® cell Harvester (Gaithersburg, MD) . The 
radioactivity trapped on the filter disk by the ligand- 
30 receptor complex is assessed by liquid scintillation 

counting in a Packard LS Counter, with an efficiency of 
65% for tritium. The data are analyzed for IC50 values 
by the LUNDON-2 program for competition (LUNDON 
SOFTWARE, OH) . 
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RinHino A<;<^av to Rat Kidnev Medullary Vs> Receptors 

Medullary tissues from rat kidneys are 
dissected out, cut into small pieces and soaked in a 
0.154 mM sodium chloride solution containing 1.0 mM EDTA 
5 with many changes of the liquid phase, until the solu- 
tion is clear of blood. The tissue is homogenized in a. 
0.25 M sucrose solution containing 1.0 mM EDTA and 0.1 
mM PMSF using a Potter-Elveh jem homogenizer with a 
teflon pestle. The homogenate is filtered through 

10 several layers (4 layers) of cheese cloth. The filtrate 
is rehomogenized using a dounce homogenizer, with a 
tight fitting pestle. The final homogenate is centri- 
fuged at 1500 x g for 15 min. The nuclear pellet is 
discarded and the supernatant fluid recentrifuged at 

15 40,000 X g for 30 min- The resulting pellet formed 

contains a dark inner part with the exterior, slightly 
pink. The pink outer part is suspended in a small 
amount of 50.0 mM Tris.HCl buffer, pH 7.4. The protein 
content is determined by the Lowry's method (Lowry et 

20 al, J. Biol. Chem., 1953). The membrane suspension is 
stored at -70**C, in 50.0 mM Tris.HCl, containing 0.2% 
inactivated BSA and 0.1 mM PMSF in aliquots of 1.0 ml 
containing 10.0 mg protein per ml of suspension until 
use in subsequent binding experiments. 

25 For binding experiments, the following is 

added in \il volume to wells of a 96 well format of a 
microtiter plate: 100.0 \il of 100.0 mM Tris.HCl buffer 
containing 0.2% heat inactivated BSA, 10.0 mM MgCl2 and 
a mixture of protease inhibitors: leupeptin, 1.0 mg %; 

30 aprotinin, 1 . 0 mg %; 1, 10-phenanthroline, 2.0 mg %; 

trypsin inhibitor, 10.0 mg % and 0.1 mM PMSF, 20.0 ^il of 
[3h] Arginine^, vasopressin (S.A. 75.0 Ci/mmole) at 0.8 
nM and the reaction initiated by the addition of 80.0 M.1 
of tissue membranes (200.0 ^ig tissue protein). The 
35 plates are left undisturbed on the bench top for 120 
min. to reach equilibrium. Non-specific binding is 
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assessed in the presence of 1.0 of unlabeled ligand, 
added in 20 ^il volume. For test compounds, these are 
solubilized in 50% dimethylsulf oxide (DMSO) and added in 
20.0 [il volume to a final incubation volume of 200 

5 Upon completion of binding, the content of each well is 
filtered off, using a Brandel® cell Harvester 
(Gaithersburg, MD) The radioactivity trapped on the 
filter disk by the ligand-receptor complex is assessed 
by liquid scintillation counting in a Packard LS 

10 Counter, with an efficiency of 65% for tritium. The 
data are analyzed for IC50 values by the LUNDON-2 
program for competition (LUNDON SOFTWARE, OH) . The 
results of this test on representative compounds of this 
invention are shown in Tables 1, 2 and 3. 

15 RadiQliaa n H fiindina Kxperimenrs with Human Platelet 
Membranes 

Platelet Source: Hudson Valley Blood Services, 
Westchester Medical Center, Valhalla, NY. 
P^a^^^^^ Mf>mbranP Preparation; 

20 Frozen platelet rich plasma <PRP) , received 

from the Hudson Valley Blood Services, are thawed to 
room temperature- The tubes containing the PRP are 
centrifuged at 16,000 x g for 10 min. at ^'^C and the 
supernatant fluid discarded. The platelets resuspended 

25 in an equal volume of 50.0 mM Tris.HCl, pH 7 . 5 con- 
taining 120 mM NaCl and 20.0 mM EDTA. The suspension is 
recentrifuged at 16,000 x g for 10 min. This washing 
step is repeated one more time. The wash discarded and 
the lysed pellets homogenized in low ionic strength 

30 buffer of Tris.HCl, 5.0 mM, pH 7.5 containing 5.0 mM 
EDTA. The homogenate is centrifuged at 39,000 x g for 
10 min. The resulting pellet is resuspended in Tris.HCl 
buffer, 70.0 mM, pH 7.5 and recentrifuged at 39,000 x g 
for 10 min. The final pellet is resuspended in 50.0 mM 
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Tris.HCl buffer pH 7.4 containing 120 mM NaCl and 5.0 mM 

KCl to give 1.0-2.0 mg protein per ml of suspension. 
Rinriiny to vasoprpssin Vj^ r^reptor subtype in Human 

PlAtPlPt Membranes: 
5 In wells of 96 well format microtiter plate, 

add 100 jil of 50.0 mM Tris.HCl buffer containing 0.2%- 

BSA and a mixture of protease inhibitors (aprotinin, 
leupeptin etc.). Then add 20 |il of [^HlLigand {Manning 

or Arg^vasopressin) , to give final concentrations 
10 ranging from 0.01 to 10.0 nM. Initiate the binding by 
adding 80.0 \il of platelet suspension (approx. 100 ^ig 

protein) . Mix all reagents by pipetting the mixture up 
and down a few times. Non specific binding is measured 
in the presence of 1.0 iiM of unlabeled ligand (Manning 

15 or Arg^vasopressin) • Let the mixture stand undisturbed 
at room temperature for ninety (90) min. Upon this 
time, rapidly filter off the incubate under vacuum 
suction over GF/B filters, using a Brandel® Harvester. 
Determine the radioactivity caught on the filter dis)cs 

20 by the addition of liquid scintillant and counting in a 
liquid scintillator. 

Bindina to Mg^mbrane.s of MQu <^fi Fibroblast Cell Line (LV- 
2) Tran.qfecrpd with fhP cDNA Fxprfigsino the Human V2 

Vasopressin Receptor 

25 Membrane Prpparation 

Flasks of 175 ml capacity, containing attached 
cells grown to confluence, are cleared of culture medium 
by aspiration. The flasks containing the attached cells 
are rinsed with 2x5 ml of phosphate buffered saline 

30 (PBS) and the liquid aspirated off each time. Finally, 
5 ml of an enzyme free dissociation Hank's based 
solution (Specialty Media, Inc., Lafayette, NJ) is added 
and the flasks are left undisturbed for 2 min. The 
content of all flasks is poured into a. centrifuge tube 

35 and the cells pelleted at 300 x g for 15 min. The 

Hank's based solution is aspirated off and the cells 
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homogenized with a polytron at setting #6 for 10 sec in 
10*0 mM Tris.HCl buffer, pH 7.4 containing 0.25 M 
sucrose and 1.0 itiM EDTA. The hoinogenate is centrifuged 
at 1500 X g for 10 min to remove ghost membranes. The 
5 supernatant fluid is centrifuged at 100,000 x g for 60 
min to pellet the receptor protein. Upon completion, 
the pellet is resuspended in a small volume of 50.0 mM 
Tris.HCl buffer, pH 7.4. The protein content is 
determined by the Lowry method and the receptor 
10 membranes are suspended in 50.0 mM Tris.HCl buffer 

containing 0,1 mM phenylmethylsulfonylfluoride (PMSF) 
and 0.2% bovine serum albumin (BSA) to give 2,5 mg 
receptor protein per ml of suspension. 

Receptor Binding 

15 For binding experiments, the following is 

added in \il volume to wells of a 96 well format of a 
microtiter plate: 100.0 M,l of 100,0 mM Tris.HCl buffer 
containing 0.2% heat inactivated BSA, 10.0 mM MgCl2 and 
a mixture of protease inhibitors: leupeptin, 1.0 mg %; 

20 aprotinin, 1.0 mg %; 1 , 10-phenanthroline, 2.0 mg %; 

trypsin inhibitor, 10.0 mg % and 0.1 mM PMSF, 20.0 \ll of 

[3h] Arginine^, vasopressin (S.A. 75.0 Ci/mmole) at 0.8 
nM and the reaction initiated by the addition of 80.0 Jil 
of tissue membranes (200.0 ^ig tissue protein). The 

25 plates are left undisturbed on the bench top for 120 min 
to reach equilibrium. Non specific binding is assessed 
in the presence of 1.0 jiM of unlabeled ligand, added in 
20 \il volume. For test compounds, these are solubilized 
in 50% dimethylsulf oxide (DMSO) and added in 20.0 ^ll 

30 volume to a final incubation volume of 200 ^il. Upon 
completion of binding, the content of each well is 
filtered off, using a Brandel® cell Harvester 
(Gaithersburg, MD) . The radioactivity trapped on the 
filter disk by the ligand-receptor complex is assessed 

35 by liquid scintillation counting in a Packard LS 

Counter, with an efficiency of 65% for tritium. The 
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data are analyzed for IC50 values by the LUNDON-2 

program for competition (LUNDON SOFTWARE, OH) . 
Qxyl^orin Rf^r^pl-nr Rinriiny 

(a) Mfimbranft Prftpflrflt.inn 

5 Female Sprague-Dawley rats weighing approxi- 

mately 200-250 g are injected intramuscularly (i.ra.) 
with 0,3 mg/kg of body weight of diethylstilbestrol 
(DES) . The rats are sacrificed 18 hours later under 
pentobarbital anesthesia. The uteri are dissected out, 

10 cleaned of fat and connective tissues and rinsed in 50 
ml of normal saline. The tissue pooled from six rats is 
homogenized in 50 ml of 0.01 mM Tris.HCl, containing 0.5 
mM dithiothreitol and 1.0 mM EDTA, adjusted to pH 7.4, 
using a polytron at setting 6 with three passes of 10 

15 sec each. The homogenate is passed through two (2) 

layers of cheesecloth and the filtrate centrifuged at 
1000 X g for 10 min. The clear supernatant is removed 
and recentrifuged at 165,000 x g for 30 min. The re- 
sulting pellet containing the oxytocin receptors is 

20 resuspended in 50.0 mM Tris.HCl containing 5.0 mM MgCl2 

at pH 7.4, to give a protein concentration of 2.5 mg/ml 
of tissue suspension. This preparation is used in sub- 
sequent binding assays with ( ^H] Oxytocin. 

(b) Radinligand Binding 

25 Binding of 3, 5- [3h] Oxytocin ([3h]0T) to its 

receptors is done in microtiter plates using [3h]0T, at 
various concentrations, in an assay buffer of 50.0 mM 
Tris.HCl, pH 7.4 and containing 5.0 mM MgCl2, and a 

mixture of protease inhibitors: BSA, 0.1 mg; aprotinin, 
30 1.0 mg; 1, 10-phenanthroline, 2.0 mg; trypsin, 10.0 mg; 
and PMSF, 0.3 mg per 100 ml of buffer solution. Non- 
specific binding is determined in the presence of 1.0 uM 
unlabeled OT. The binding reaction is terminated after 
60 min., at 22®C, by rapid filtration through glass 
35 fiber filters using a Brandel® cell harvester (Bio- 
medical Research and Development Laboratories, Inc., 
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Gaithersburg, MD) . Competition experiments are con- 
ducted at equilibrium using 1.0 nM [^hJOT and varying 
the concentration of the displacing agents. The 
concentrations of agent displacing 50% of [^HJOT at its 
5 sites (IC50) are calculated by a computer assisted 

LUNDON-2 program (LUNDON SOFTWARE INC., Ohio, USA). 

The results of this assay on representative 
examples are shown in Table 4. 
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Binding Assay to Rat Hepal-.ir Receptors and Rat KiHnoy 

Medullary Rerentrors or *Bindiny tn Vj^ Recent-nr 
Subtype in Human Platelet and **Rindlna to Memhranec r^f 

5 Mouse Fibroblast Cell Line Transferted with h>,p 

CDNA Expressing the Human Rerepl-or 




Ex. 
No. 


D 


X 


R 


Vl 
IC50(MM) 


V2 
IC50(^M) 


1 


C 


H 




0.033 
*0.020 


0.004 
**0.005 


5 


c 


H 


OCH3 
OCH, 


*51% at 
10 \m 


**47% at 
10 \m 


4 


c 


H 




*0.044 


0.001 


261 


c 


H 


-CH2CH(CH3)2 


65% at 
1 ^M 


32% at 
1 \m 


208 


N 


H 




0.087 


0.011 
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Ex. 
No. 


D 


X 


R 


Vl 


V2 


273 


C 


H 




0.190 


0.082 




P 


u 

n 


-CH2CH2C{CH3)2 


1 


1 HM 


263 


c 


H 




0.200 


0.360 


12 


c 


Br 


CHg 


0.210 


0.024 


7 


c 


H 




32% at 
1 ^ 


58% at 
10 MM 


6 


c 


H 


CI 


0.011 


0.0018 


8 


c 


H 


Br 


0.007 


0.0016 


301 


c 


H 




94% at 
10 


91% at 
10 (IM 


33 


c 


H 


Cl 


0.450 


0.030 


9 


c 


H 


CI 

-CC^H^F 


0.006 


0.0011 
**0.0009 


261 


c 


H 


-CH2CH(CH3)2 


89% at 

10 


55% at 
10 MM 
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Ex. 


D 


X 


R 




V2 


NO. 








IC50(^M) 


IC50(MM) 






u 
n 


CH3 


^ at, 

1 ]3JA 


10 (XM 


10 


c 


H 




96% at 
1 ^M 


95% at 
1 


11 


c 


H 


a 

Br 


100% at 

1 ^M 


93% at 
1 MM 


342 


c 


H 




















352 


c 


H 


Br 

\. 


0.088 


0.059 


348 


c 


H 


-C(CH3) 3 


0.08 


43% at 

1 


350 


c 


H 




0.015 


0.034 


245 


N 


H 


0 


0.019 


0.001 


329 


c 


H 


09H3 


0.31 


0.07 
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Ex. 
No. 


D 


X 


R 


IC50(MM) 


V2 
IC50(MM) 


330 


C 


H 


II Vn 

-C— V y HQ 


89% at 
1 


79% at 
1 |1M 


353 


C 


H 


0 
II 


93% at 
1 \M 


86% at 
1 


43 


C 


H 


0 
II 

■c-P 


93% at 
1 \m 




351 


C 


H 




73% at 

1 ^M 


56% at 
1 MM 


354 


c 


H 




29% at 
1 \m 


oD% at 
1 MM 


14 


c 


H 


0 CI 

II V- \ 

a 


100% at 

1 UM 


99% at 


18 


c 


H 


0 F 
CI 


98% at 

1 ^M 


94% at 
1 MM 
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Tiable lA 

Binding Assay to Rat Hepatic Vj^ Receptors and Rat. Klrinpy 

Medullary V2 Receptors or *Bindlna to Vj^ Rerpprnr 
Subtype in Human Platelet and **Blndina to Membranes of 
Mouse Fibroblast Cell Line Transferted with thp 

cDNA Expressing the Human V2 Receptor 




Ex . No. 


X 


R 


Vl 
IC50 (MM) 


V2 
IC50 (HM) 


341 


H 


0 


0.02 


0.004 


327 


H 




0.35 


0.028 


347 


H 


0 

c.c(CH,)2.o-^^a 


0.18 


0.42 


328 


CI 




3.3 


0.019 
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Ex. No. 


X 


R 


vi 

IC50 (MM) 


V2 
IC50(MM) 


324 


H 


Q 


0.42 


0.12 


333 


H 


0 9 


0.25 


0.41 


338 


H 


0 N(CH,)2 


0.037 


0.0048 


332 


H 




0.031 


0.0034 


337 


H 


0 \ 


1.3 


0.65 


331 


H 


-1^ .HC, 


87% at 


43% at 

1 1 iKil 

1 \IM 



SUBSmUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS9M1076 



-160- 



5 



Ex. No. 


X 


R 


vi 
IC50 <MM) 


V2 
IC50 (MM) 


336 


H 


0 

0 


99% at 
1 


69% at 
1 MM 


334 


H 


NH 

1 


15% at 
1 MM 


79% at 
1 MM 


339 




0 

0 


1 \iM 


at. 

1 ^M 


34 6 


H 


0 

CI 


44% at 
10 \iM 


76% at 
10 \M 
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Ex. No. 


X 


R 


vi 

IC50 (MM) 


V2 
IC50 (JIM) 


326 


CI 


0 

\_/ 


41% at 
10 \m 


91% at 
10 pM 


319 


CI 


0 


0.016 


0.0015 




















320 


H 


Q 


0.0034 


0.0026 


321 


H 




0.018 


0.0051 


322 


CI 


-Iq 


0.67 


0.011 


335 


H 


NH(C^^)3N(CH,), 


*100% at 
1 \m 


60% at 

1 \m 



SUBSTITUTE SHEET (RULE 26) 



wo 96^293 



PCT/US96/0I076 



-162- 



Table 2 

Binding Assay to Rat. HepaHie Vj^ Rprf>otors and Rat KidnAv 

Medullary V2 Receptors or *Bindina to Vj^ R«>rf»ptftr 
Subtype in Human Platelet and **Bindinq to Mpmhranps f^f 
Mouse Fibroblast Cell Line (LV-2) Transferted with the 
cDNA Expressing the Human Receptor 



Ex. 

No. 



Structure 



Vi 
IC50(MM) 



V2 
IC50(MM) 



171 




0.630 



0.031 



288 




83% at 
10 |1M 

4 9% at 

1 



54% at 
10 



131 




N' 



N 



(CH2)3N{CH3)j 



00 



CH, 



66% at 
10 \1M 



82% at 
1 JIM 
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Ex. 


Structure 


vi 


V2 


No. 








130 




98% at 
10 MM 


92% at 
10 MM 


134 




23% at 
10 MM 


94% at 
10 MM 
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Binding Assay to Rat Hepatic Receptors and Raf. Klrtnoy 

Medullary Receptors or *Binriina tn Vj^ Receptor 
Subtype in Human Platelet and **Bindina to MemhranAc 
Mouse Fibroblast Cell Line fLV-2) Transfected with the 
cDNA Expressing the Human V2 Receptor 

CK,N(CH3), 




Ex. 


X 


R 


vi 


V2 


No, 






IC50(MM) 


IC50(MM) 


133 


H 


CCH, 


*11% at 


21% at 








10 MM 


10 \m 












120 


H 




0.099 


0.033 
















F 
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Oxytocin Binding Assay 





Ex. No. 


Dose (^M) 


% Inhibition 


IC50 (MM) 




1 


10 


92 


0.20 


5 


5 


10 


93 






344 


1 


58 


3.8 




4 


10 


100 


0.67 




133 


10 


59 






261 






0.15 


10 


120 


1 


8 






208 


10 


95 


0.73 




273 


2.5 


95 


0.056 




262 


10 


76 


1.6 




263 


10 


98 


0.38 


15 


171 


10 


73 


1.1 




12 


10 


98 


0.8 




7 


10 


66 






6 


1 


90 


0.14 




8 


1 


89 


0.15 


20 


301 


10 


89 


0.86 




288 


10 


94 


1.36 




33 


10 


95 


0.51 




9 


2.5 


96 


0.17 




131 


10 


60 




25 


130 


10 


57 






134 


1 


63 






341 


1 


74 






327 


1 


56 






347 


10 


86 




30 


328 


10 


85 


0.57 




324 


1 


45 






333 


10 


98 


0.88 




338 


10 


98 


0.72 
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Dose (|iM) 


^ X 1 il 1 ^liJ ^ L> ^ 1 i 


ICso (UM) 




1 n 




v • o o 


JO/ 




1 ^^ 






1 


X 0 




Job 


I u 




1 • t30 




1 


c 

3 






iU 


MO 


O • DO 




1 


ft 






1 


ft 
U 




c o 


1.25 


yb 


0,105 




1 0 


yo 


U . / 1 


T c n 


1 U 




n o rk c 
U . z05 


240 


10 


98 
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The compounds of the present invention can be 
used in the form of salts derived from pharmaceutically 
or physiologically acceptable acids or bases. These 
salts include, but are not limited to, the following: 
5 salts with inorganic acids such as hydrochloric acid, 
sulfuric acidr nitric acid, phosphoric acid and, as the 
case may be, such organic acids as acetic acid, oxalic 
acid, succinic acid, and maleic acid. Other salts 
include salts with alkali metals or alkaline earth 

10 metals, such as sodium, potassium, calcium or magnesium 
or with organic bases. The compounds can also be used 
in the form of esters, carbamates and other conventional 
"pro-drug" forms, which, when administered in such form, 
convert to the active moiety in vivo- 

15 When the compounds are employed for the above 

utilities, they may be combined with one or more 
pharmaceutically acceptable carriers, for example, sol- 
vents, diluents and the like, and may be administered 
orally in such forms as tablets, capsules, dispersible 

20 powders, granules, or suspensions containing, for exam- 
ple, from about 0.05 to 5% of suspending agent, syrups 
containing, for example, from about 10 to 50% of sugar, 
and elixirs containing, for example, from about 20 to 
50% .ethanol, and the like, or parenterally in the form 

25 of sterile injectable solutions or suspensions contain- 
ing from about 0.05 to 5% suspending agent in an 
isotonic medium. Such pharmaceutical preparations may 
contain, for example, from about 25 to about 90% of the 
active ingredient in combination with the carrier, more 

30 usually between about 5% and 60% by weight. 

The effective dosage of active ingredient 
employed may vary depending on the particular compound 
employed, the mode of administration and the severity of 
the condition being treated. However, in general, 

35 satisfactory results are obtained when the compounds of 
the invention are administered at a daily dosage of from 
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about 0.5 to about 500 mg/kg of animal body weight, 
preferably given in divided doses two to four tiroes a 
day, or in a sustained release form. For most large 
mammals the total daily dosage is from about 1 to 100 
5 mg, preferably from about 2 to 80 mg. Dosage forms 
suitable for internal use comprise from about 0.5 to 
500 mg of the active compound in intimate admixture with 
a solid or liquid pharmaceutical ly acceptable carrier. 
This dosage regimen may be adjusted to provide the 

10 optimal therapeutic response. For example, several 

divided doses may be administered daily or the dose may 
be proportionally reduced as indicated by the exigencies 
of the therapeutic situation. 

These active compounds may be administered 

15 orally as well as by intravenous, intramuscular, or sub- 
cutaneous routes- Solid carriers include starch, lac- 
tose, dicalcium phosphate, microcrystalline cellulose, 
sucrose and kaolin, while liquid carriers include 
sterile water, polyethylene glycols, non-ionic surfac- 

20 tants and edible oils such as corn, peanut and sesame 

oils, as are appropriate to the nature of the active in- 
gredient and the particular form of administration de- 
sired. Adjuvants customarily employed in the prepara- 
tion of pharmaceutical compositions may be advan- 

25 tageously included, such as flavoring agents, coloring 
agents, preserving agents, and antioxidants, for 
example, vitamin E, ascorbic acid, BHT and BHA. 

The preferred pharmaceutical compositions from 
the standpoint of ease of preparation and administration 

30 are solid compositions, particularly tablets and hard- 
filled or liquid-filled capsules. Oral administration 
of the compounds is preferred. 

These active compounds may also be adminis- 
tered parenterally or intraperitoneally . Solutions or 

35 suspensions of these active compounds as a free base or 
pharmacologically acceptable salt can be prepared in 
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water suitably mixed with a surfactant such as hydrox- 
ypropylcellulose. Dispersions can also be prepared in 
glycerol, liquid, polyethylene glycols and mixtures 
thereof in oils. Under ordinary conditions of storage 

5 and use, these preparations contain a preservative to 
prevent the growth of microorganisms • 

The pharmaceutical forms suitable for in- 
jectable use include sterile aqueous solutions or dis- 
persions and sterile powders for the extemporaneous 

10 preparation of sterile injectable solutions or disper- 
sions. In all cases, the form must be sterile and must 
be fluid to the extent that easy syringability exits. 
It must be stable under conditions of manufacture and 
storage and must be preserved against the contaminating 

15 action of microorganisms such as bacterial and fungi. 
The carrier can be a solvent or dispersion medium con- 
taining, for example, water, ethanol <e.g., glycerol, 
propylene glycol and liquid polyethylene glycol) , 
suitable mixtures thereof, and vegetable oil. 

20 The new tricyclic non-peptide vasopressin 

antagonists of this invention are useful in treating 
conditions where decreased vasopressin levels are 
desired, such as in congestive heart failure, in disease 
conditions with excess renal water reabsorption and in 

25 conditions with increased vascular resistance and 
coronary vasoconstriction. 

In particular, the vasopressin antagonists of 
this invention are therapeutically useful in the 
treatment and/or prevention of hypertension, cardiac 

30 insufficiency, coronary vasospasm, cardiac ischemia, 
renal vasospasm, liver cirrhosis, congestive heart 
failure, nephritic syndrome, brain edema, cerebral 
ischemia, cerebral hemorrhage-stroke, thrombosis- 
bleeding and abnormal states of water retention. 

35 In particular, the oxytocin antagonists of 

this invention are useful in the prevention of preterm 
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labor and premature birth which is a significant cause 
of infant health problems and infant mortality. 
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What is claimed is: 



1. A compound selected from those of the 



formula: 




5 wherein Y is a moiety selected from -(CH2)n- wherein n 
is an integer from 0 to 2, 



10 wherein m is an integer from 1 to 2 provided that when Y 
is -(CH2)n- and n is 2, m may also be zero and when n is 
zero, m may also be three, provided also that when Y is 
•(CH2)n" and n is 2, m may not be two; 
and the moiety: 



represents: (1) phenyl or substituted phenyl optionally 
substituted by one or two substituents selected from 

(C1-C3) lower alkyl, halogen, amino, (C1-C3) lower alkoxy 
or (C1-C3) lower alkylamino; (2) a 5-membered aromatic 
20 (unsaturated) heterocyclic ring having one heteroatom 
selected from 0, N or S; (3) a 6-membered aromatic 

(unsaturated) heterocyclic ring having one nitrogen 
atom; (4) a 5 or 6-membered aromatic (unsaturated) 
heterocyclic ring having two nitrogen atoms; (5) a 5- 



o 

I II 

-CHIoweralkyKC^-Cg) and -C- 



A-B is a moiety selected from 



-(CH2)mN- and -N.(CH2)rn- 

i? 

R R 
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membered aromatic (unsaturated) heterocyclic ring having 
one nitrogen atom together with either one oxygen or one 
sulfur atom; wherein the 5 or 6-membered heterocyclic 
rings are optionally substituted by (C1-C3) lower alkyl, 
5 halogen or (C1-C3) lower alkoxy; 
the moiety: 



is a five membered aromatic (unsaturated) nitrogen 
containing heterocyclic ring wherein D, E and F are 
10 selected from carbon and nitrogen and wherein the carbon 
atoms may be optionally substituted by a substituent 
selected from halogen, (C1-C3) lower alkyl, hydroxy, - 
COCI3, -COCF3, 
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C-0- lower alkyl(C,-C3). - (CH2)qr<^ 



-(CHJ 



2'q 



(CK) 



2/q 



/ — \ 
-(CH,)q-N 0 



-(CH2)q -a lower alkyi (C^-Cg), -(CH2)qOH, 



C-lower alkyUC.-Cg). -CH2-N>^N -CHj- N>|^ 



:N 



CK,-N>^N . -CH^-Nv^N . -(CH3)q- N NR, 



-CHO, amino, (C1-C3) lower alkoxy, (C1-C3) lower 
alkylamino, CONH-lower alkyl(Ci-C3) , and -CON[lower 
alkyl (C1-C3) ] 2; q is one or two; Rb is independently 
10 selected from hydrogen, -CH3 or -C2H5; 
r3 is a moiety of the formula: 



C-Ar 



wherein Ar is a moiety selected from the group 
consisting of 
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is selected from hydrogen, lower alkyl (C1-C3) ; -CO- 
lower alkyl (C1-C3) ; and r2 are independently selected 
from hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy 
5 and halogen; R^ is selected from hydrogen, (C1-C3) lower 
alkyl, {C1-C3) lower alkoxy and halogen; 
r6 is selected from (a) moieties of the formula: 
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NCCAr'. -NCOCHjAr', 



I r 

NCCNAr'. 



I 

NCO-(CH2)^-cycloalkyl 




I 

- N- SOgCHg 





R.0 

o 

II 

NH- C- a I ower al kyl (C3- Cg) st r ai ght or branched, 
O 

-NH-C-lower alkyKCg-Cg) straight or branched. 
-NHSOL-lower alkyl(a-CJ straight or branched, 



? 



NH-C- 0-1 ower alkenyKCg- Cg) straight or branched, 
O 



10 



-NH-C-lower al kenyl (C3- Cg) straight or branched, 
NHSq-lower al kenyl (C3- Cg) straight or branched. 
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wherein cycloalkyl is defined as C3 to Cg cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 

-(CH,)q.N^ . -(CH2)p-N^0 

5 -(CH2)q-0-lower alkyl(Ci-C3) and -CH2CH2OH, q is one or 
two, and Ri, R2 and Rb are as hereinbefore defined; 
(b) moieties of the formula: 



X-R 



R R 

nJ3 



wherein r"^ is lower alkyl {C3-C8) , lower alkenyl (C3-C8) , 
10 -(CH2)p-cycloalkyl (C3-C6) , 



(CHJ 
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wherein p is one to five and X is selected from 0, S, 
NH, NCH3; wherein and r2 are as hereinbefore defined; 

(c) a moiety of the formula: 



-N-OOJ 

wherein J is Rar lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl {C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene, the moieties: 




or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 

G=F 
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wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl {C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
5 lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 
defined; 

(d) a moiety of the formula: 



and Ra and Rb are as hereinbefore defined wherein Ar' is 
15 selected from moieties of the formula: 



-N-COCHAr' 



w her ei n i s set ect ed f r cm hal ogea (^^-03) 
lower alkyi, -Olower alkyKC^-Cg). OK 



O 






SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US9d/01076 



-179- 




wherein is selected from O, S, NH, N-lower alkyl (Ci- 
C3), NHCO-lower alkyl (C1-C3) , and NS02lower alkyl (Ci- 
Ca); 

5 r8 and are independently selected from hydrogen, 

lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , halogen, - 
NH-lower alkyl (C1-C3), -N- [lower alkyl (C1-C3) ] 2f -OCF3, 
-OH, -CN, -S-CF3, -N02/ -NH2, 0-lower alkyl (C1-C3) . 

O 

II 

-OCXC^-Cj) . 

10 -N(Rb) (CH2) vN(Rb) 2/ and CF3 wherein v is one to three 
and; 

rIO is selected from hydrogen, halogen and lower 
alkyl (C1-C3) ; R^^ is 
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-O lower alkyKCg-Cg) branched or unbranched , 




-NB-I lower alkyKCj-Cg) branched or unbranched , 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; R^O is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2# -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl] 2f 



SUBSTTTUTE SHEET (RULE 26) 



wo 9602293 



PCTAJS96/01076 



-182- 



N O 

\ f 



N N- lower alkyKC^-Cj) , 



NH-(CH2)p-NHower alkyi (0,-63) • 
NH-(CH2)p-N[lower alkyl(C,- Cg)]^ . 



■NH-CCH^V 



O. 



-NH-(CH,) 



■-0- 



- NH- (CHg)^- N^^ ^N- 1 ower al kyl (C,- C,) . 

and the pharmaceutically acceptable salts thereof. 

2 . A compound according to Claim 1 wherein r3 
10 is the moiety: 



-C-Ar 



and Ar is selected from the moiety; 
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.14 



wherein is selected from the moieties of the 
formulae: 



I 

rCCAr', -NCOCHjAr'. 



NCC>(CI^)„-cycloalkyl ; -N-Sq-CH2 



N-sq 





-X-R 



wherein R^, r2, r7, jO-^, Ra, Rb» n, X and Ar' are as 
defined in Claim 1. 

3. A compound according to Claim 1 wherein r3 
10 is the moiety: 

0 



-C-Ar 



and Ar is selected from the moiety; 
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wherein is selected from the moieties of the 
formulae: 

R p 



NCCAr'. -NCOCHjAr'. -NCONAr'. 



NCa(CH2)„-cycloalkyl ; -N-SOg-CH, 




R R 



-N-SQ 




-X-R 



10 



wherein r1, r2, Rg and Rb, R'^, R^^, X, and cycloalkyl 
are as defined in Claim 1 and Ar' is selected from the 
moieties: 

»• 



w 



wherein r5, r8, r9 and W are as defined in Claim 1. 
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4. A compound according to Claim 1 wherein Y 
is -(CH2)n" and n is zero or one; A-B is 



-(CH2)^-N-r' or r'-N-(CK,)„- 

wherein R-^ is a moiety of the formula: 

O 

I 

-C-Ar 

5 

wherein Ar, R^, r2, R^, r5, r6, r7, r8, r9, rIO and 
are as defined in Claim 1 and m is an integer from 1-2. 

5. A compound according to Claim 1 wherein Y 
is -(CH2)n- and n is one; A-B is 

-CKj-N-R or R-N-CHg- 

10 

r3 is the moiety: 

O 

I 

-C-Ar 

Ar is the moiety: 




15 R^ is selected from (a) moieties of the formula: 
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■NCCAf, -NOXHjAr', 



-NCO(ay„-cycloalkyl ; -X-R ; 



N-SQ 




NCCNAr', , 



-N-SQjCHg 



R.0 
I II 

-N-P— I- 



.2 -'2 



10 



- IsH- C- O- 1 ower al kyl (Cj- Cg) st raight or branched, 
O 
II 

-NH-C- lower alkyUCg-Cg) straight or brarK:hed. 
-NHSC^- lower alkyl(C3-Cg) straight or branched, 

f 

-hB+C-O lower alkeny^Cg-Cg) straight or branched, 
O 



-NH-C- lower alkenyKCg- Cg) straight or branched. 
-NHSOg- lower alkenyUC,- Cg) straight or branched. 
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wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl, or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



5 - (CH2)q-0-lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and - 
C2H5; or 

(b) a moiety of the formula: 



wherein J is Ra/ lower alkyl(C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 







-N-COJ 
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or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydro-thiophene or the 
heterocyclic ring moiety: 

/% 

G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra, Rb ^i^d R^ are as herein- 
before defined; 
(c) a moiety of the formula: 
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N-COCHAr' 



w her ei n i s sel ect ed f r om hal ogea (C,- C3) 
lower alkyi, -O- lower alkyUC^-Cg), CH, 
O 



■0-C- lower alkyKC^-Cg), -S- lower alkyKC^-Cj). 



•S-(CH,),-N; 



2/2- 



^ -NH(CH2VC0r<^^ 



•^*^(CH,v<^ . -0(CH,),<'^ 



and Ra^ Kb as hereinbefore defined; 
Ar • is 

^8 




10 wherein R^, r2, r5, r7^ r9^ r14^ and X are as 

previously defined in Claim 1, 

6. A compound according to Claim 1 wherein Y 
is -(CH2)n" and n is zero or one; the moiety: 
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is a phenyl ring optionally substituted with one or two 
substituents selected from (C1-C3) lower alkyl, halogen, 
amino, (C1-C3) lower alkoxy and (C1-C3) lower alkylamino, 
5 or a thiophene, furan, pyrrole or pyridine ring; A-B is 

-(CH2)„-Lr' or r'-1(CK,)„- 

m is one when n is one and m is one or two when n is 
zero; 

r3 is the moiety: 

O 

I 

-C-Ar 

.0 

wherein Ar is the moiety: 




r6 is selected from (a) moieties of the formula: 
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rCCAr'. -NCOCKjAr', -NCX^IAr'. 



N-SO- 



-NCX>(CH2)„-cycloalkyl , -X-R . 







» 


F 












■-0 


< 











I 

N-S02C>^ 





10 



NH-C-O- lower alkyKCj-Cg) straight or branched. 
O 

-NH-C- lower alky^Cg-Cg) straight or branched. 
-NHSO2- lower alkyKCj-Cg) straight or branched. 

? 

-NH-C-O lower al kenyl (C3- Cg) straight or branched, 
O 
II 

-NH-C- lower al kenyl (C3- Cg) straight or branched, 
-NHSOg- lower al kenyl (C3- Cg) straight or branched, 
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wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



5 - (CH2)q-0-lower alkyl(Ci-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, "CH3, and - 
C2H5; or 

(b) a moiety of the formula: 



wherein J is Ra# lower alkyl (C3-C8) branched or 
unbranched/ lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl (C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 







-N-COJ 



10 
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or -CH2-K' wherein is {C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydro-thiophene or the 
heterocyclic ring moiety: 

G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower allcyl (C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 
defined; 

(c) a moiety of the formula: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTn)S9</01076 



-194- 



-N-COCHAr' 



w h«- ei n i s sel ect ed f r om hal ogen, (C,- C,) 
lower alkyi, -O- lower alkyl(C,-C3). CH. 
O 



- a C- lower alkyKC^-Cg). -S- lower alkyl(C^-C^), 



S- (CH,),- 1^ - - NH{CH,)^- CX1<; 



NHCCH^VN: 



^ -o(CH,),r<^ 

and Ra# Rb are as hereinbefore defined; 
wherein Ar' is selected from the group 



.10 



W N 

10 wherein D, E, F, Ra, Rbr R^, R^, R^, R^, R*^, r8, r9, 
rIO^ r14^ X, cycloalkyl and W are as defined in Claim 
1. 

7 . A conpound selected from those of the 

formulae: 
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wherein the moiety: 




is selected from a phenyl, thiophene, furan, pyrrole, or 
5 a pyridine ring; 
r3 is the moiety: 

O 

I 

-CAr 

wherein Ar is selected from the moieties: 




10 is selected from (a) moieties of the formula: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96/01076 



-196- 



NCCAr'. -NCXDCHjAr'. -NCCNAr'. 



NCa(CH2)„-cycloalkyl 




-N-S02CH2 




'aO 



N-P — O-^^ 




-'2 

O 

II 

-NH-C-aiower alky^Cg-Cg) straight or branched, 
O 
II 

-NH-C- lower alky^Cg-Cg) straight or branched, 
- NHSOj- 1 ower al kyl (Cg- Cg) st raight or branched, 

-M+OO-lower alkeny^Cj- Cg) straight or branched, 
O 



-Nl+Olower alkenyl(C3- Cg) straight or branched, 
10 -NHSOg-lower alkenyl(C3-C3) straight or branched, 

wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



SUBSTTTUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96/01076 



-197- 

-(CH,)q-<;^ -(CH,)p-n2) 




/ — \ 
-(CH2)p-N O 



-(CH2)q-0- lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and - 
5 C2H5; 

(b) a moiety of the formula: 

I 

-N-COJ 

wherein J is Ra# lower alkyl(C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
10 0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl {C3-C8) branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene, the moieties: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96M)1076 



-198- 





oh 



or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydrothiophene or the hetero- 
cyclic ring moiety: 



wherein D, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl {C1-C3) , and Ra and Rfc are as hereinbefore 

defined; and r2 are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 

15 halogen; 

(c) a moiety of the formula: 



SUBSTITUTE SHEET (RULE 26) 



wo 9602293 



PCTAJS96/01076 



-199- 



N-COCHAr' 



wherein R^is selected from halogen, (C^-Cj) 
lower alkyl. -O- lower alkyl(C,-C3). OH, 

O 

II 

-O-C-lower alkyKC^-Cg). -S-lower alkyKC^-Cj), 



s- {CH,)^- Nc;^ " - NH(CH,),- ca<^ 



and Ra# Rb 21s hereinbefore defined; 
and Ar' is selected from the moieties: 



^8 



,^8 




w 

10 wherein X is selected from 0, S, NH and NCH3; R^, r2 and 
r5 are selected from hydrogen, (C1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
r'^ is selected from lower alkyl (C3-C8) / lower 
alkenyl (C3-C8) , - (CH2)p-cycloalkyl (C3-C6) / 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS96/01076 



-200- 




O 



wherein p is one to five; 

and r5 are independently selected from hydrogen, 
lower alkyl {C1-C3) , -S-lower alkyl (C1-C3) , halogen, -NH- 
5 lower alkyl {C1-C3) , -N- [lower alkyl (C1-C3) ]2, -OCF3, - 
OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 

O 

II 

-C>0(C,.C3), 

-N(Rb) (CH2)vN(Rb)2 and CF3 wherein v is one to three; 
R^^ is selected from hydrogen, halogen, (C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 



SUBSTTTUTE SHEET (RULE 26) 
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II 

-C-0- lower alkyKC^-Cg), -{CHz)cl^ 



(CH2)q -O- lower alkyi (C^-Cg), -{CH2)qCH. 



II f=l ^ 

- C- 1 ower al kyl (C,- Cg). - CH^- N - CH^- N.^^^ 

F=N N=l 



CHO, and (C1-C3) lower alkoxy; q is one or two; 
r12 is selected from hydrogen, (C1-C3) lower alkyl, 
halogen and (Ci^C3) lower alkoxy; W is selected from 0, 
10 S, NH, -N-lower alkyl (C1-C3) , NHCO-lower alkyl (C1-C3) 
and NS02-lower alkyl (C1-C3) ; r'^^ is: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 
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•O- lower atkyllCj-Cg) branched or unbranched . 




• NH I ower al kyl (C,- C^) branched or unbranched , 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; R^O is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl] 2r 



SUBSTITUTE SHEET (RULE 26) 



wo 96^2293 
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/ — \ 

N O 



N N- lower alkyKC^-Cg) 



NH-(CH2)p-NHIower alkyKC^-Cg) . 
NH-(CH2)p-N[lower alkyKC^.Cj)]^ , 



NH-(CH2)p 



- NH- (CHg)^- ^N- 1 ower al kyl (C,- C3) , 

and the pharmaceutically acceptable salts thereof. 

8. A compound selected from those of the 

10 formulae: 




SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS96/01076 



-205- 



wherein m is one or two; and 
the moiety: 



is selected from a phenyl, thiophene, furan, pyrrole or 
5 a pyridine ring; 
r3 is the moiety: 



C- Ar 



wherein Ar is the moiety: 





10 r6 is selected from (a) moieties of the formula; 



SUBSTITUTE SHEET (RULE 26) 
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o 



5 - NH- C- O- 1 ower al kyl (C3- C3) st rai ght or branched. 

O 
II 

-NH-C-lower alky^Cg-Cg) straight or branched, 
-NHSC^- lower al kyl (03-03) straight or branched, 

-hW-C-0- lower al kenyl (C3- Cg) straight or branched, 
O 
II 

-NH-C-lower al kenyl (C3- C^) straight or branched, 
10 - NHSO^- 1 ower al kenyl (C3- Cg) st r ai ght or branched, 



SUBSTITUTE SHEET (RULE 26) 



wo 96^2293 
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-207- 

wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, •C2H5, 




5 -(CH2)q-0-lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and - 
C2H5; 

(b) a moiety of the formula: 

I 

-N-COJ 

10 

wherein J is Ra, lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 
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or -CH2-K' wherein K* is (C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 

G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl(Ci-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 

defined; R^ and r2 are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
15 halogen; 

(c) a moiety of the formula: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS9«01076 



-209- 



N-COCHAr' 



wherein R^is selected from halogen, (C^*C3) 
lower alkyl. -O- lower alkyKC^-C,). GH, 

O 



- a C- lower alkyl (C^-Cg), -S- lower alkyl (C^-Cg), 



-S-(CH2),-N<;^^ -NH(CH,VCOr<^^ 



and Raf Rb are as hereinbefore defined; 
and Ar' is selected from the moieties: 



W 




10 wherein X is selected from 0, S, NH and NCH3; R^, R^ and 
r5 are selected from hydrogen, (C1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
r"^ is selected from lower alkyl (C3-C8) r lower 
alkenyl (C3-C8) / - (CH2)p-cycloalkyl (C3-C6) , 



SUBSTTTUTE SHEET (RULE 26) 
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wherein p is one to five; 

r8 and r9 are independently selected from hydrogen, 
lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , halogen, -NH- 
5 lower alkyl (C1-C3) , -N- [lower alkyl (C1-C3) ] 2» -OCF3, - 
OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 

O 

II 

-N{Rb) (CH2)vN(Rb)2 wherein v is one to three and CF3; 
R^l is selected from hydrogen, halogen, (C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 



SUBSrmjTE SHEET (RULE 26) 



wo 9602293 
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-211- 



C-0- lower alkyKC^-C^). -(CH2)qM^ 



2/q 



(CHJ 



2/q 



lO . 



(CH,)q-N O ^ 



(CH2)q -0-lower alkyi (C^-Cg). - (CH2)qOH. 



II 

-C- lower alkyI (C^-Cg), 



F=N N=l 
CHg-N^N . -CHj-N^^N . -(CH2)q- N NR, 



CHO, and (C1-C3) lower alkoxy; q is one or two; 
r12 is selected from hydrogen, (C1-C3) lower alkyl, 
halogen and (C1-C3) lower alkoxy; W is selected from 0, 
10 S, NH, N-lower alkyl (C1-C3) , NHCO-lower alkyl(Ci-C3) and 
NS02-lower alkyl (C1-C3) ; R^^ is 



SUBSTITUTE SHEET (RULE 26) 



wo 9602293 
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-O lower alkyKCj-Cg) branched or unbranched , 




-NH lower alkyKCj-Cg) branched or unbranched , 




SUBSTITUTE SHEET (RULE 26) 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl]2# 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96/01076 



-214- 



■O . "O • ■< 

/ — \ 

- ^N- 1 ower eil kyl {C,- C,) 

-NH-(CH2)p-NHIower alkyUC^-Cg) . 
-NH-(CH2)p-N[lower alkyKC^-Cg)]^ . 



■NH-(CH2)p 



-NH-(CH2)p- ^N- lower alkyKC^-Cg) . 

and the pharmaceutically acceptable salts thereof. 

9. A compound selected from those of the 

10 formulae: 




and 




r3 is the 



moiety: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 
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-215- 

O 

->Ar 

wherein Ar is the moiety 




r6 is selected from (a) moieties of the formula: 



SUBSTITUTE SHEET (RULE 26) 
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-NCCAr', -NCOCKiAr', -NCCNAr'. 
NCO- (CHg)^- cycl oal kyl , - X- R . 



N-SQ 




N-SqCHg 



".0 











-< 




-N-P— 






F 




2 







10 



NH-C-0- lower alkyKCg-Cg) straight or branched, 
O 
II 

-f>*+C- lower alkyUCg-Cg) straight or branched. 
-NHSOg- lower alkyUCj-Cg) straight or branched. 

If 

- NH- C- O- 1 ower al kenyl (C3- C^) st rai ght or branched, 
O 



-NH-C- lower al kenyl (Cg-Cg) straight or branched, 
-r4HSC^-lower al kenyl (C3- Cg) straight or branched, 
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-217- 

wherein cycloalkyl is defined as C3 to Cg cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



5 -(CH2)q"0-lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and 
C2H5; 

(b) a moiety of the formula: 



10 



-N-CCXJ 



wherein J is Ra. lower alkyl(C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 



SUBSTITUTE SHEET (RULE 26) 
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-218- 




or -CH2-K* wherein K' is (C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydro-thiophene or the 
heterocyclic ring moiety: 

G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 

defined; R^ and R^ are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 

15 halogen; 

(c) a moiety of the formula: 



SUBSTTTUTE SHEET (RULE 26) 



wo 96/22293 
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-219- 



N-COCHAr- 



w her ei n i s sel ect ed f r om hal ogen, (C, - C3) 
lower alkyi, -O- lower alkyKC^-Cg), OH, 
O 



■0-C- lower alkyUC^-Cg), -S- lower alkyI (0,-03). 



-S-(OH,),-N 



2^2' '^X 



-NH(0H2)-r<^"' 



} -NH(0H2V0CNC^^ 
-0-(OH,),h<'^ 



and Ra/ Rb are as hereinbefore defined; 
and Ar' is selected from the moieties: 



^8 



W 




^ N 



10 wherein X is selected from 0, S, NH and NCH3; R^, r2 and 
r5 are selected from hydrogen, (C1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
r'' is selected from lower alkyl (C3-C8) , lower 
alkenyl (C3-C8) r " {CH2)p-cycloalkyl (C3-C6) , 



SUBSTTTUTE SHEET (RULE 26) 



wo 96/22293 
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-220- 




s o 



wherein p is one to five; 

r8 and r9 are independently selected from hydrogen, 
lower alkyl(Ci-C3) , -S-lower alkyl(Ci-C3), halogen, -NH- 
5 lower alkyl (C1-C3) , -N-(lower alkyl (C1-C3) ] 2, -OCF3, - 
OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 

O 

II 

.O.C-(C,.C3). 

-N(Rb) (CH2)vN(Rb)2 wherein v is one to three and CF3; 
Rll is selected from hydrogen, halogen, (C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 



SUBSTTTUTE SHEET (RULE 26) 
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C-O-lower alkyUCj-Cg). -(CHz^q^^ 



-(CH,)q-N2) . -(CH,)q-0 . '^^zk'^^^ . 



(CH2)q -O- lower alkyi (C^-Cj). -(CH2)qOK 



C- 1 ower al kyl (C,- C3), - CH^- N - CH^- N>^' 



:N 



N: 



-(CH,)q- n3n-(3 



CHO, and (C1-C3) lower alkoxy; q is one or two; 

and are independently selected from hydrogen, 
(C1-C3) lower alkyl, halogen and (C1-C3) lower alkoxy; W 
10 is selected from 0, S, NH, N-lower alkyl {C1-C3) , NHCO- 
lower alkyl(Ci-C3) and NS02-lower alkyl (C1-C3) ; R^^ is 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 
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-222- 



-O- lower alkylCCg-Cg) branched or unbranched , 




-NH lower alkyKCg-Cg) branched or unbranched , 



5 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH {C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl) 2* 



SUBSTITUTE SHEET (RULE 26) 



wo 96^2293 
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- N^^ ^N- 1 ower al kyl (C,- C3) 

-NH-{CK,)p-NHIower alkyUC^-Cg) . 

- NH- (CHjlp- N[l ower al kyl (C,- C^)]^ . 



NH-(CH2) 



-NH-(CI^)p- N^^ ^N- 1 ower alkyKC^-Cj) . 

and the pharmaceutically acceptable salts thereof. 

10. A compound selected from those of the 

10 formulae: 




and 




N — R 



SUBSTTTUTE SHEET (RULE 26) 



wo 96/22293 



PCTAJS96/01076 
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wherein m is one or two; 
r3 is the moiety: 



C-Ar 



wherein Ar is the moiety 

1 





is selected from (a) moieties of the formula: 



SUBSTTTUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96A)1076 





O 



II 

5 -NH-C-0- lower alkyl(C3-C3) straight or branched, 

O 
II 

-NH-C- lower alkyKCg-Cg) straight or branched, 
-NHSC^- lower alkyllCj-Cg) straight or branched, 

-NH-C-O- lower alkenyKCj- C^) straight or branched, 
O 
II 

-hA-l-C- lower al kenyl (C3- Cg) straight or branched, 
10 -NHSC^-lower alkenyl(C3- Cg) straight or branched. 



SUBSTITUTE SHEET (RULE 26) 



W0 96A22293 



PCTAJSM/01076 
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wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



5 -(CH2)q-0-lower alkyl {C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and - 
C2H5; 

(b) a moiety of the formula: 



wherein J is Rar lower alkyl(C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties; 







-N-COJ 



SUBSTITUTE SHEET (RULE 26) 
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or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydrothiophene or the hetero- 
cyclic ring moiety: 

"\ / 

G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 

10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 
defined; r1 and r2 are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 

15 halogen; 

(c) a moiety of the formula: 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 



PCT/US96«1076 



-229- 



N-CXX>IAr' 



whereinR^ is selected from halogen, (C^-Cg) 
lower alky I, -O lower alkyUC^-Cj), CH. 

O 



ac-lower alkylCC^-Cg), -S-lower alkyKC^-Cg). 



- S- (CH,),- - - NH(CK,),- CCt<;^ 



nh(CH2)^-n; 



and Ra/ Rb hereinbefore defined; 

and Ar' is selected from the moieties: 



,^8 



.8 



w 




10 wherein X is selected from 0, S, NH and NCH3; R^, r2 and 
are selected from hydrogen, (C1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
R*^ is selected from lower alkyl (C3-C8) , lower 
alkenyl (C3-C8) / " {CH2>p-cycloalkyl (C3-C6) , 



SUBSTITUTE SHEET (RULE 26) 



wo 9602293 
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-230- 




-(CHg) 






wherein p is one to five; 

and r9 are independently selected from hydrogen, 
lower alkyl(Ci-C3) , -S-lower alkyl (C1-C3) , halogen, -NH- 
lower alkyl (C1-C3) , -N- [lower alkyl (C1-C3) ] 2, -OCF3, - 
OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 

O 



10 



-0-C-(C,-C3). 

-N{Rt)) (CH2)vN(Rb)2 wherein v is one to three and CF3; 
r11 is selected from hydrogen, halogen, (C1-C3) lower 
alkyl, hydroxy, COCI3, COCF3, 



SUBSTTTUTE SHEET (RULE 26) 



wo 96^93 
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•C-O-lower alkyl(C,-C3), -(CH2)ql 



< 



(CH J 



(CHJ 



2'q 



lO . 



(CH,)q-N^O ^ 



(CH2)q -O- lower alkyi (C^-Cg). - (CH2)qCH. 



-C- lower alkyi (0,-03). "CHg-Nv^N ^ -CH^- N.^ 



r=N N=i ^ 



-(CH,)q- n3n^(3 

CHO, and (C1-C3) lower alkoxy; q is one or two; 

and are independently selected from hydrogen, 
(Ci"C3) lower alkyi, halogen, amino (C1-C3) lower alkyl- 
10 amino, and (C1-C3) lower alkoxy; W is selected from 0, 
S, NH, N-lower alkyl {C1-C3) , NHCO-lower alkyl (C1-C3) and 
NS02-lower alkyl (C1-C3) ; is 



SUBSTITUTE SHEET (RULE 26) 



wo 96/22293 
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-O lower alkyKCg-Cg) branched or unbranched , 
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wo 9602293 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R* 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
[ (Ci-C3)lower alkyl]2/ 



SUBSTITUTE SHEET (RULE 26) 



wo 96^2293 
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-234- 



-N O 
\ f 



/ — \ 

N N- lower alkyUC^-Cj) 



NH-(CH2)p-NHower alkyUC^-Cj) . 
NH- (CHg)^- N[l ower al kyl (C,- Cg)]^ . 



NH-(CHJ 



2'P 



-r*l-(CHj),- N^^ ^N-lower alkyHCj-C,) , 



10 



and the pharmaceutically acceptable salts thereof. 

11. A compound selected from those of the 

formula : 



J 2 




N 




(CH2)m 



vrtierein Y is -(CH2)n-; 
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-235- 

n is one when m is one; and m is one or two when n is 
zero; 

r3 is the moiety: 

O 

II 

-C-Ar 

5 wherein Ar is the moiety 




is selected from (a) moieties of the formula: 
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-NCCAr'. -NCOCH^Ar'. -NCCNAr'. 



NCa(CH2)„-cycloalkyl . -X-R . 



N-SQ 





I II 
N-P 



O 
II 











RaO 




-o- 




?\ 




1 II 

-N-P— 


-6 








1 

2 




L T J 



-NH-C-Oiower alkyUCj-Cg) straight or branched, 
O 
II 

-Nl+C- lower alkyKCj-Cg) straight or txanched, 
-NHSC^- lower alkyKCj-Cg) straight or branched. 

? 

-NH-C-O- tower alkenyKC^- Cg) straight or branched, 
O 



10 



-NH-C- lower alkenyUCj-Cg) straight or branched, 
NHSOg- lower alkenyKCg-Cj) straight or branched, 
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wherein cycloalkyl is defined as C3 to C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 




5 - (CH2) q-0- lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and - 
C2H5; 

(b) a moiety of the formula: 

I 

-N-COJ 

10 

wherein J is Ra/ lower alkyl(C3-C8) branched or 
unbranched, lower alkenyl {C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 
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or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
5 tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 

G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 

10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) r CHO, (Ci-Cs) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 
defined; r1 and r2 are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 

15 halogen; 

(c) a moiety of the formula: 
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N-COCHAr' 



wherein R^is selected from halogen, (C^-Cj) 
lower alkyl. -O lower alkyKC^-Cg). OH, 
O 



OC-lower alkyKC^-Cg), -S-lower alkyUC^-Cg), 



-S-(CH,),-r<^ -NH(CH3),-Ca<^ 

.NH(CH,) .N<;^"^ -O {CH,)3<;^^ 

and Ra, Rb are as hereinbefore defined; 
and Ar' is selected from the moieties: 



.8 



W N 



10 wherein X is selected from 0, S, NH and NCH3; R^, r2 and 
r5 are selected from hydrogen, (C1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
lO is selected from lower alkyl (C3-C8) , lower 
alkenyl (C3-C8) , - (CH2)p-cycloalkyl (C3-C6) , 
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wherein p is one to five; 

and r5 are independently selected from hydrogen, 
lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , halogen, -NH- 
5 lower alkyl (C1-C3) , -N- [lower alkyl (C1-C3) ] 2* -0Cr3, - 
OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 

O 

-O-CXC^-C,), 

-N(Rb) (CH2)vN(Rb)2 wherein v is one to three and CF3; 
is selected from hydrogen, halogen, {C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 
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o 

II 



-C-O- lower alkyKC^-Cg). -(CH2)qNC^ 



-(CHJ 



(CHJ 



2/q 



(CH,)q-N^O 



(CH2)q -O-lower alkyi (C^-Cj), -(CH2)qOH. 



C- lower alkyMC^-Cg). -CHg-N^N -CH^- Nx^^^ 



r=N N=, r-\ 

-CK,-N^N . -CH^-N^N . -(CH2)q- N 



-(CH2)q- N^N-<^^ 



CHO, and (C1-C3) lower alkoxy; q is one or two; 
r12 is independently selected from hydrogen, (C1-C3)- 
lower alkyl, halogen and <Ci-C3) lower alkoxy; W is 
10 selected from 0, S, -NH, N-lower alkyl (C1-C3) , NHCO- 
lower alkyl (C1-C3) and NS02-lower alkyl (C1-C3) ; B.'^^ is 
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-Olower alkyKCg-Cg) branched or unbranched , 




-NH lower alky^Cg-Cg) branched or unbranched , 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or "C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; R^O is hydrogen, halogen, (C1-C3) lower alkyl, 
5 {C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
I (C1-C3) lower alkyl] 2/ 
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-N N-lower alkyKC^-Cg) . 



NH- (CK,)p- NH ower al kyl (C^- C3) , 
NH- (CHg)^- N[lower alkyi (C^- C^)]^ , 



•NH-CCH^)^ 



10 



- NH- (CHg)^- N^^ ^N- 1 ower al kyl (C,- C3) , 

and the pharmaceutically acceptable salts thereof. 

12. A compound selected from those of the 

formula: 




R 
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wherein Y is -(CH2)n? ri is one when m is one and m is 
two when n is zero; D is carbon or nitrogen; 
R"' is the moiety: 



O 




r6 is selected from (a) moieties of the formula: 
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R3 R. 



-NCCAr', -NCXXHjAr', 



-NCX>(CH2)„-cycloalkyl , .X.r\ 



I I 

NCX^IAr', 





10 



,2 -"a 



NH-C-O- lower alkyl(C,-Cg} straight or branched. 
O 
II 

-ISH-C- lower alkyKCj-C^) straight or branched, 
-NHSOg-lower alkyKCg-Cg) straight or branched, 

-NH-C-O- lower alkeny^Cg- Cg) straight or branched. 
O 
II 

- NH- C- 1 ower al kenyl (C3- C^) st r eight or branched. 
-NHSC^- lower al kenyl (Cg-Cg) straight or branched. 
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wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 




5 -(CH2)q-0-lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and - 
C2H5; 

(b) a moiety of the formula: 

-N-CX3J 

10 

wherein J is Ra# lower alkyl(C3-C8) branched or un- 
branched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl(C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 
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or wherein is (C1-C3) lower alkoxy, halogen, 

5 tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 

G=F 

wherein D, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 

defined; R^ and r2 are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 

halogen; 

15 (c) a moiety of the formula: 
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R- 



N-COCHAr- 



wherein is selected from halogen. (C^-Cg) 
lower alkyi, -O- lower alkyKC^-Cg), CH, 

O 

II 

-0-C- lower alkyKC^-Cg). -S- lower alkyI (0,-03), 



s- (CH,),- r<^^ - NH(CH3)^- ccr<^^ 



and Ra# Rb are as hereinbefore defined; 
and Ar* is selected from the moieties: 

^8 




N 



10 wherein X is selected from 0, S, NH and NCH3; r1, r2 and 
r5 are selected from hydrogen, (C1-C3) lower alkyl, (Cj- 
C3) lower alkoxy, and halogen; 
r"^ is selected from lower alkyl (C3-C8) . lower 
alkenyl (C3-C8) . - (CH2)p-cycloalkyl (C3-C6) , 
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wherein p is one to five; 

r8 and r9 are independently selected from hydrogen, 
lower alkyl(Ci-C3) , -S-lower alkyKCi-Cs) , halogen, -NH- 
5 lower alkyl(Ci-C3) , -N- [lower alkyl (C1-C3) ] 2, -OCF3, - 
OH, -CN, -S-CF3, -NH2, 0-lower alkyl (C1-C3) , 

O 

II 

-0-0(0,-03). 

-N(Rb) (CH2)vN(Rb)2 wherein v is one to three and CF3/ 
Rll is selected from hydrogen, halogen, (C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 
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C-O-lower alkyUC^-Cg). -{CH^)^^^ 



{CH2)q -Olower alkyi (C^-Cg), -(CH2)qCH, 



- C- 1 ower al kyl (0,-03), ■ ^2 ^ ^ , '^2 ^-^^ 



r=N N=^ /-^ 

CHj-Nv^N . -CHj-N^N . -(0H2)q- N 



-(0H2)q- N^N— 

CHO, and (C1-C3) lower alkoxy; q is one or two; 
r12 is selected from hydrogen, {C1-C3) lower alkyl, 
halogen and (C1-C3) lower alkoxy; W is selected from 0, 
10 S, NH, N-lower alkyl (C1-C3) , NHCO-lower alkyl (C1-C3) and 
NS02-lower alkyl (C1-C3) ; R^^ is 



suBsrrruTE sheet (rule 26) 
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-O lower alkyKCg-Cg) branched or unbranched , 




-NH lower alkyKCj-Cg) branched or unbranched , 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2/ -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl 12/ 
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N^^ ^N- 1 ower al kyl (C,- C3) 

NH- (CH2)p- NH ower al kyl (C,- C3) . 
NH- (CKj)^- N[l ower al kyl (C,- Cg)]^ . 



■NH-(CHJ, 



2'P 



NH-{CH2)p-N N- lower alkyKC^-Cg) , 



N-CO-C-O--^^ 



NH- (CK,)p- N O 



and the pharmaceutically acceptable salts thereof. 

13. A compound selected from those of the 

10 formulae: 
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r3 is the moiety: 



C- Ar 



wherein Ar is the moiety 





5 r€ is selected from (a) moieties of the formula: 
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o 



5 - NH- C- O I ower al kyl (C3- Cg) st rai ght or branched, 

O 

-NH-C-lower alkyi(C3-C3) straight or branched. 
-NHSOg- lower alkyKCg-Cg) straight or branched, 

? 

-M+C-Qlower alkenyKCg-Cg) straight or branched, 
O 
II 

-NH-C-lower alkenyKCj-Cg) straight or branched, 
10 - NHSOg- 1 ower al kenyl (C,- Cg) st rai ght or branched. 
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wherein cycloalkyl is defined as C3 to Ce cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -02^5 f 



-(CH2)q.N^ . -(CH2)q-N^0 

5 - (CH2) q-O-lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and 
C2H5; 

(b) a moiety of the formula: 



10 



N-COJ 



wherein J is Ra/ lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl (C3-C8) branched or unbranched, -0-lower 
alkenyl {C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 
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oh 



or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 



N 



\ / 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 

10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl{Ci-C3) r CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rfa are as hereinbefore 
defined; and r2 are independently selected from 
hydrogen, (C1-C3) lower alkyl, {C1-C3) lower alkoxy and 

15 halogen; 

(c) a moiety of the formula: 
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R 



N-COCHAr* 



w her ei n i s sel ect ed f r om hal ogen, (C^- C3) 
lower alkyi, -O- lower alkyl(C^- C3), CH. 

O 



•O-O lower alkyKC^-Cg). -S- lower alkyl(C,-C3). 



-S-CCHjVN^ 



NKCHj) 



•NH{CH,), 



2'q 



and Rb are as hereinbefore defined; 
and Ar' is selected from the moieties: 




10 wherein X is selected from 0, NH and NCH3; R^, r2 and 
r5 are selected from hydrogen, IC1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
r'' is selected from lower alkyl (C3-C8) / lower 
alkenyl (C3-'C8) . - (CH2>p-cycloalkyl (C3-C6) / 
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R 



R 



-(CH2>p 





N 



R 




o 



s 



wherein p is one to five; 

r8 and r5 are independently selected from hydrogen, 
lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , halogen, -NH- 
5 lower alkyl (C1-C3) , -N- [lower alkyl (C1-C3) ] 2. -OCF3, - 
OH, -CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 



-N(Rb) (CH2)vN(Rb)2 wherein v is one to three and CF3; 
r11 is selected from hydrogen, halogen, (C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 



O 



.00 (0,-03), 
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-C-0- lower alkyl(C,-C3), -(CH2)qI<^ 



(CH2)q -O- lower alkyi (C^-Cg). -(CH2)qOK 



-C-lower alkyKC^-Cg), -CHg-Ns^^^N -CH^- N.^ 



:N 



N: 



-CH^-N^N . -CH^-N^N . -(CH2)q- N hR, 



-(CH,)q- N^NhQ . 

CHO, and (C1-C3) lower alkoxy; q is one or two; 
r12 and R^^ are independently selected from hydrogen, 
(C1-C3) lower alkyl, halogen and (C1-C3) lower alkoxy; W 
10 is selected from 0, S, NH, N-lower alkyl (C1-C3) , NHCO- 
lower alkyl(Ci-C3) and NS02-lower alkyl (C1-C3) ; b)-^ is 
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-O lower alkyl(C3-C3) branched or unbranched , 




• NH I ower al kyl (Cj- C^) branched or unbranched , 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH {C1-C3) lower alkyl, -N- 
( (C1-C3) lower alkyl] 2, 
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• ^N- 1 ow er al ky I (C,- C3) 

NH- (CHg)^- NH ower al kyl (C,- C3) , 
NH.(CK,)p-N[lower alkyUC^-Cj)]^ . 



■NH-(CH,)p" 



10 



- NH- (CHg)^- N^^^ ^N- lower alky! (0,-03) . 

and the pharmaceutically acceptable salts thereof. 

14. A compound selected from those of the 

formulae: 
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r3 is the moiety: 

O 

I 

-C-Ar 

wherein Ar is the moiety 




5 r6 is selected from (a) moieties of the formula: 
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-rCCAr'. -NCOCHgAr'. -NCCNAr'. 




O 



II 

5 - NH- C- O I ower al kyl (C3- Cg) st rai ght or branched, 

O 

II 

- NH- C- 1 ow er al kyl (C3- C^) st rai ght or branched, 
-NHSC^- lower alky^Cj-Cg) straight or branched, 

? 

-NH-C-O-lower alkenyl(C3- Cg) straight or branched, 
O 
II 

-NH-C- lower al kenyl (C3- Cg) straight or branched, 
10 -NHSOg-lower al kenyl (C3- Cg) straight or branched, 
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wherein cycloalkyl is defined as C3 to Cg cycloalkyl, 
cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 

-(CHjjq-N^ . -(CH2)q-N^0 

5 -(CH2)q-0- lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two; 

Rb is independently selected from hydrogen, -CH3, and 
C2H5; 

(b) a moiety of the formula: 



10 



N-COU 



wherein J is Rar lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl (C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
15 tetrahydrothiophene, the moieties: 
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or wherein K' is (C1-C3) lower alkoxy, halogen^ 

5 tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 

GF=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
10 substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl(Ci-C3), CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 

defined; R^ and R^ are independently selected from 
hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 

15 halogen; 

(c) a moiety of the formula: 
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-N-CCJCHAr' 



whereinR^ is sel ect ed f r om halogen, (C^-C,) 
lower alkyl. -O lower alkyKC^-Cj), OH, 

O 
II 

-0-C-lower alkyKC^-Cg), -S-lower alkyKC^-Cg), 



-S-(CH2)2-N: 



NH(CH2),-C0N<^^ 



and Ra/ Rb are as hereinbefore defined; 
and Ar* is selected from the moieties: 



.8 



^8 



W 




10 wherein X is selected from 0, S, NH and NCH3; r1, r2 and 
r5 are selected from hydrogen, (C1-C3) lower alkyl, (Ci- 
C3) lower alkoxy, and halogen; 
r"^ is selected from lower alkyl {C3-C8) # lower 
alkenyl(C3-C8)/ - (CH2)p-cycloalkyl (C3-C6) / 
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-(CH2)p 






wherein p is one to five; 

and are independently selected from hydrogen, 
lower alkyl {C1--C3) r -S-lower alkyl (C1-C3) , halogen, -NH- 
5 lower alkyl (C1-C3) . -N- [lower alkyl {C1-C3) ] 2/ -OCF3, - 
OH, -CN, -S-CF3, -N02r -NH2/ 0-lower alkyl {C1-C3) , 



-N(Rb) (CH2)vN{Rb)2 wherein v is one to three and CF3; 
r11 is selected from hydrogen, halogen, (C1-C3) lower 
10 alkyl, hydroxy, COCI3, COCF3, 



•a o (0^.03). 
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o 

II 

C-O-lower alkyUC^-Cj). -(CH2)qNs^ 



-(CHJ 



2/q 



. -(CH,)q-0 . -(CH,)q-N;^0 



(CH2)q -O-lower alkyi (C^-Cg). -{CH2)qCK 



C-lower alkyUC.-Cg), -CH^-Nv^^N ^ -CH^- Nx^ 



:N N: 



-(CH^Jq- N^NhQ . 

CHO, and (C1-C3) lower alkoxy; q is one or two; 

and R^^ are independently selected from hydrogen, 
(C1-C3) -lower alkyl, halogen, {C1-C3) lower alkoxy; W 
10 is selected from 0, S, NH-lower alkyl (C1-C3) , NHCO- 

lower alkyl(Ci-C3) or NSO2 lower alkyl (C1-C3) ; R^^ is 
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• O- 1 ower al kyl (C,- Cg) branched or unbranched . 




-NHIower aikyKCj-Cg) branched or unbranched , 




SUBSTITUTE SHEET (RULE 26) 



wo 96A22293 



PCT/US96/01076 



-273- 




wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen^ (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; R^O is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl]2/ 
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■O . "O ■ -O . 

- ^N- 1 ower al kyl (C,- C3) , 

- NH- (CHj)p- NH ow er al kyl (C,- C3) . 

- NH- (CHg)^- N[l ower al kyl (C,- C,)]^ , 



- NH- (CH2)p- N^^ ^N- lower alkyKC^-Cg) . 

and the pharmaceutically acceptable salts thereof, 

15. The compound according to Claim 1, 

10 N- [5- [ [ 3- [ (dimethylamino) methyl] - [5H-pyrrolo [2, l-c] - 

[1, 4]ben2odia2epin-10 (IIH) ]-yl]carbonyl]-2-pyridinyl]-5- 
f luoro-2-methylben2amide . 

16. The compound according to Claim 1, 
N-l5-[ [3- (l-pyrrolidinylmethyl)-'5H-pyrrolo[2, 1-c]- 

15 11,4] benzodiazepin- 1 0 ( 1 IH) -y 1 ] carbonyl ) -2-pyridinyl ] -2- 
chloro-4-f luorobenzamide • 
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17. The compound according to Claim 1, 
N-[5- (4H-pyrazolo[5, 1-c] [1, 4]benzodiazepin-5 (lOH)- 
ylcarbonyl)-2-pyridinyl)-5-fluoro-2-methylbenzamide. 

18. The compound according to Claim 1, 
5 N- [5- (4H-pyra2olo [5, 1-c] [1, 4]ben2odia2epin-5 (lOH) - 

ylcarbonyl) -2-pyridinyl] - [ 1, 1 ' -biphenyl] -2-carboxamide. 

19. The compound according to Claim 1, 

10- [ [6- [ (2-methylpropyl) amino] -3-pyridinyl] carbonyl]- 
10 , ll-dihydro-5H-pyrrolo[2, 1-c] [1, 4] benzodiazepine. 
10 20. The compound according to Claim 1^ 

10- [ [6- [ (phenylmethyl) amino] -3-pyridinyl] carbonyl] - 
10, ll-dihydro-5H-pyrrolo[2, 1-c] [1, 4] benzodiazepine. 

21. The compound according to Claim 1, 
N- [4- (5H-pyrrolo(2, 1-c] [1, 4]benzodiazepin-10 (IIH) - 

15 ylcarbonyl) -2-methoxyphenyl] [1, l'-biphenyl]-2- 
carboxamide . 

22. The compound according to Claim 1, 
N-[4- (5H-Pyrrolo(2,l-c] [1, 4]benzodia2epin-10 (IIH)- 
ylcarbonyl) -3-chlorophenyl] [1, 1 ' -biphenyl) -2- 

2 0 carboxamide . 

23. The compound according to Claim 1^ 
N- [4- (5H-pyrrolo[2, 1-c] [1, 4]ben2Odiazepin-10 (IIH)- 
ylcarbonyl ) phenyl ] [1,1' -biphenyl ] -2-carboxamide . 

24. The compound according to Claim 1, 
25 N-[4- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepine-10 (IIH)- 

ylcarbonyl) phenyl] -2- (phenylmethyl )benzamide. 

25. The compound according to Claim 1, 
N-[4- (5H-pyrrolo[2, 1-c] [ 1, 4]benzodiazepin-10 (IIH) - 
ylcarbonyl) -3-chlorophenyl] -2- (phenylmethyl )benzamide. 

30 26. The compound according to Claim 1, 

N-(4- (5H-pyrrolo[2, 1-c) [1, 4]ben2odia2epin-10 (IIH)- 
ylcarbonyl) -2-methoxyphenyl] -2- (phenylmethyl) ben2amide. 

27. The compound according to Claim 1, 
N- [4- (5H-pyrrolo [2, 1-c] [1, 4]ben2odia2epin-10 (IIH) - 

35 ylcarbonyl) phenyl ]-2-methylpyridine-3-carboxamide. 
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28. The compound according to Claim 1, 
N-[4- (5H-Pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (llH)-yl- 
carbonyl) -3-chlorophenyl] -2-methyl-pyridine-3- 
carboxamide. 

5 29. The compound according to Claim 1, 

N- [5- (5H-Pyrrolo[2, 1-c] [ 1 , 4 ] benzodiazepin-10 (IIH)- 

ylcarbonyl) -2-pyridinyl] -2-methylpyridine-3-carboxamide. 

30. The compound according to Claim 1, 
N- [5- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (IIH) - 

10 ylcarbonyl]-2-pyridinyl] -2-methylpyridine-3-carboxamide 
hydrochloride. 

31. The compound according to Claim 1, 
N-[4- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (IIH)- 
ylcarbonyl) phenyl] -2- (dimethylamino) -pyridine-3- 

15 carboxamide, hydrochloride. 

32. The compound according to Claim 1, 
N- (4- (5H-pyrrolo [2, 1-c] [1, 4]benzodiazepin-10 (IIH) - 
ylcarbonyl ) phenyl ] -2-chloropyridine-3-carboxamide. 

33. The compound according to Claim 1, 
20 N- [4- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (IIH)- 

ylcarbony 1 ) phenyl ] -2- (methylamino) pyridine-3- 
carboxamide. 

34. The compound according to Claim 1, 
N-[4- (5H-pyrrolo[2, 1-c] ( 1, 4]benzodiazepin-10 (IIH)- 

25 ylcarbonyl) phenyl] -2- [3- (dimethylaminopropyl) amino] - 
pyridine- 3-carboxamide . 

35. The compound according to Claim 1, 
N- [4- (5H-pyrrolo [2, 1-c] [1, 4]benzodiazepin-10 (llH) - 
ylcarbonyl) phenyl] -2- (1-piperidinyl) -pyridine-3- 

30 carboxamide. 

36. The compound according to Claim 1^ 
N-[4- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (IIH)- 
ylcarbonyl) phenyl] -2- (dimethylamino) -pyridine-3- 
carboxamide. 
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37. The compound according to Claim 1^ 
N-[5-(5H-pyrrolo[2, 1-c] [1, 4] -benzodiazepin-lO (IIH) - 
ylcarbonyl) -2-pyridinyl] [1, 1 •-biph€nyl]-2-carboxamide. 
38- The compound according to Claim 1, 
5 N-[4- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (IIH)- 
y Icarbony 1 ) phenyl ] -2- (2-py r idiny 1 ) benzamide . 

39. The compound according to Claim 1, 
N-[5- (5H-Pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (IIH) - 
ylcarbonyl) -2-pyridinyl ] -2- ( 2-py ridinyl) benzamide . 
10 40. The compound according to Claim 1, 

■ N- I 4- ( 41i-pyrazolo [ 5 , 1 -£] ( 1 , 4 ] benzodiazepin-5 ( lOH) y 1- 
carbonyl)-3-chlorophenyl] [1, 1 '-biphenyll-2-carboxamide. 

41, The compound according to Claim 1, 

N- [ 4- (41i-pyrazolo [ 5 , l-Si] [1.4] benzodiazepin-5 ( lOfi) yl- 
15 carbonyl) phenyl] [1, 1 '-biphenyl] -2-carboxamide. 

42. The compound according to Claim 1, 

N- [4- (4Ii-pyrazolo[5, 1-i] [1, 4]benzodiazepin-5 (lOH) yl- 
carbonyl) -3-chlorophenyl] -2- (dimethylamino)pyridine-3- 
carboxamide . 

20 43. The compound according to Claim 1, 

N- [5- (4il-pyrazolo[5, 1-^:] [1, 4]benzodiazepin-5 (lOii)yl- 
carbonyl) -2-pyridinyl) -2- (dimethylamino) pyridine-3- 
carboxamide • 

44. A pharmaceutical composition useful for 
25 treating diseases characterized by excess renal reab- 

sorption of water as well as congestive heart failure, 
liver cirrhosis, nephrotic syndrome, central nervous 
system injuries, lung disease and hyponatremia in a 
mammal comprising a suitable pharmaceutical carrier and 
30 an effective amount of a compound of Claim 1. 

45. A method of treating diseases charac- 
terized by excess renal reabsorption of water as well as 
congestive heart failure, liver cirrhosis, nephrotic 
syndrome, central nervous system injuries, lung disease 

35 and hyponatremia in a mammal comprising administering a 
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compound of Claim 1 to said mammal in an amount effec- 
tive to alleviate the condition. 

46. A process for preparing a compound of the 

formula : 



wherein Y is a moiety selected from; -(CH2)n" wherein n 
is an integer from 0 to 2, 



wherein m is an integer from 1 to 2 provided that when Y 
is -<CH2)n" arid n is 2, m may also be zero and when n is 

zero, m may also be three, provided also that when Y is 
•(CH2)n" and n is 2, m may not be two; 
15 and the moiety: 



represents: (1) a phenyl or a substituted phenyl 
optionally substituted by one or two substituents 
selected from (C1-C3) lower alkyl, halogen, amino, (Ci- 
20 C3) lower alkoxy or (C1-C3) lower alkylamino; (2) a 5- 

membered aromatic (unsaturated) heterocyclic ring having 
one heteroatom selected from 0, N or S; (3) a 6-membered 
aromatic (unsaturated) heterocyclic ring having one 
nitrogen atom; (4) a 5 or 6-merabered aromatic 




o 

I II 

-CHIoweralkyUC^-Cg) and -C- 



A-B is a moiety selected from 



-(CH2)mN- and -^4-(CH2)m- 
R R 
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(unsaturated) heterocyclic ring having two nitrogen 
atoms; (5) a S-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen atom together with 
either one oxygen or one sulfur atom; wherein the 5 or 

5 6-membered heterocyclic rings are optionally substituted 
by (C1-C3) lower alkyl, halogen or (C1-C3) lower alkoxy; 

the moiety: 



is a five membered aromatic (unsaturated) nitrogen 
10 containing heterocyclic ring wherein D, E and F are 

selected from carbon or nitrogen and wherein the carbon 
atoms may be optionally substituted by a substituent 
selected from halogen, (C1-C3) lower alkyl, hydroxy, - 
COCI3, -COCF3, 
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C-O-lower alkyKC^-Cg). -[0^2)^^^ 



(CH2)q -Olower alkyi (C^-Cg), •(CH2)qOH. 



f=l 



- C- 1 ow er al kyl (C,- C3). - CH^- Nv^ N - CH^- tvk^^ 



(CH2)q- N^N-<^^ 



10 



-CHO, amino, (C1-C3) lower alkoxy, (C1-C3) lower 
alkylamino, CONH lower alkyl(Ci-C3) and -CON[lower 
alkyl (C1-C3) ] 2; q is one or two; Rb is independently 
selected from hydrogen, -CH3 or -C2H5; 
r3 is a moiety of the formula: 



C-Ar 



wherein Ar is the moiety 
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wherein X is selected from 0, S, NH, and NCH3; is 
selected from hydrogen, lower alkyl (C1-C3) , -CO-lower 
alkyl (C1-C3) ; and r2 are independently selected from 
5 hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
halogen; 

r5 is selected from hydrogen, (C1-C3) lower alkyl, <Ci- 
C3) lower alkoxy and halogen; 

R^ is selected from (a) moieties of the formula: 
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-NCCAr'. -NCOCHgAr'. -NCCNAr', 



NCO-(CH2)„-cycloalkyi , -X-R . 




N-SOgCHg 








r' - 










< 






1 II 
-N-P 




-0- 










t 

2 







o 

II 

-M+C-O lower alkyi (63-03) straight or branched, 
O 

- NH- C- 1 ower al kyi (C3- C^) st rai ght or branched, 
-NHSOg- lower alkyKCj-Cg) straight or branched, 

? 

-NH-C-Olower al kenyl (Cg- Cg) straight or branched, 
O 



10 



-NH-C-lower alkenyKCg- C3) straight or branched, 
•NHSOj- lower alkenyKCg- Cg) straight or branched, 



wherein cycloalkyl is defined as C3 to C6 cycloalkyl, 
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cyclohexenyl or cyclopentenyl; Ra is independently 
selected from hydrogen, -CH3, -C2H5, 



- (CH2) q-O-lower alkyl (C1-C3) , -CH2CH2OH; q is one or 
two, and Ri, R2 and Rt> are as hereinbefore defined; 
(b) a moiety of the formula: 

-x-r"^ 

wherein r"^ is lower alkyl (C3-C8) / lower alkenyl (C3-C8) # 
- {CH2) p-cycloalkyl (C3-C6) , 



(CHg) 





10 



(CHJ 



2'p 



o ■ 



wherein p is one to give and X is selected from 0, 

NH, NCH3; wherein R^ and r2 are as hereinbefore defined; 

(c) a moiety of the formula: 



-N-CCXJ 
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wherein J is Ra, lower alkyl(C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
0-lower alkyl{C3-C8) branched or unbranched, -0-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
5 tetrahydrothiophene, the moieties: 



or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
10 tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
IS substituted with halogen, (C1-C3) lower alkyl, hydroxy, - 
co-lower alkyl (C1-C3) , CHO, {C1-C3) lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and Ra and Rb are as hereinbefore 
defined; 

(d) a moiety of the formula: 
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1 

^-COCHAr' 



w her ei n i s sel ect ed f r om hal ogen. (C^ • C3) 
lower alkyi, -0-lower alkyKC^-Cg). CH, 

O 



-0-C-lower alkylCC^-Cg), -S-lower alkyl(C,-C3), 



S-(CH2)2-N^ 



and Ra/ Rb are as hereinbefore defined; 
wherein Ar' is selected from moieties of the formula: 

„8 




10 



.10 



and 



XX} 
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wherein W is selected from 0, S, NH, NH-lower alkyl (Ci- 
C3) NHCO-lower alkyl (C1-C3) and NS02lower alkyl(Ci-C3) ; 
r7 is selected from hydrogen, lower alkyl (C1-C3) , 
halogen, O-loweralkyl (C1-C3) and CF3; 

and are independently selected from hydrogen, 
lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , halogen, -NH- 
lower alkyl (C1-C3) , -Ndower alkyl (C1-C3) ] 2, -OCF3, -OH, 
-CN, -S-CF3, -NO2, -NH2, 0-lower alkyl (C1-C3) , 

O 

-OC(C,-C3). 

10 -N(Rb) (CH2)vN(Rb)2 wherein v is one to three and CF3; 
and 

RlO is selected from hydrogen, halogen and lower 
alkyl (C1-C3) ; R^^ is 
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• O- lower alkyi {C3- C3) branched or unbranched , 




- NH lower alkyKCj- Cj) branched or unbranched , 



5 
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wherein n is 0 or 1; Ra is hydrogen, -CH3 or -C2H5; R' 
is hydrogen, (C1-C3) lower alJcyl, (C1-C3) lower alkoxy and 
halogen; R^O is hydrogen, halogen, (C1-C3) lower alkyl, 
5 (C1-C3) lower alkoxy, NH2, -NH (C1-C3) lower alkyl, -N- 
[ (C1-C3) lower alkyl )2r 
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■O . "O • 



/ — \ 

N O 

\ f 



- ^N- 1 ower al kyl (C,- Cg) 

-M+(CH2)p-NHIower alkyUC^-Cg) . 
-NH-(CH2)p-N[lower alkyKC^-Cj)]^ . 



•NH-(CHJ 



2'p 



-NH-(CH,)p-N^ ^N-lower alkyUC^-Cj) . 



which comprises reacting a compound of the formulae: 



?o 




and 



10 



H 

with a compound of the formula 



H 
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wherein Q is a halogen or an activating group, which 
results from conversion of a 6-substituteci-pyridine-3- 
5 carboxylic acid or 6-substituted-ben2oic acid to an acid 
chloride, or acid bromide, mixed anhydride or from 
activation with a peptide coupling reagent, to give 
compounds of the Formula !• 
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